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the cosmetically 
_ infection fighter 


* INDICATIONS: Based on a review of this drug 
by the National Academy of Sciences—National 
Research Council and/or other information, 
FDA has classified the indications as follows: 
“Possibly” effective: For topical administration 
for the treatment of the listed localized infections 
or for suppressive therapy in such conditions: - 


e primary pyodermas (impetigo, ecthyma, syco- 
sis vulgaris, paronychia) € secondary infected 
dermatoses (eczema, herpes, and seborrheic 
dermatitis) e traumatic lesions (inflamed or 
suppurating as a result of bacterial infection). 
Final classification of the less-than-effective 
indications requires further investigation 





CONTRAINDICATIONS: Not for use in the eyes or 
in the external ear canal if the eardrum is perforated. 


This product is contraindicated in those individuals who 


have shown hypersensitivity to any of its components. 
WARNING: Because of the potential hazard of nephro- 


at 


toxicity and ototoxicity due to neomycin, care ‘should 
be exercised when using this product in treating 


extensive burns, trophic ulceration and other extensive 


conditions where absorption of neomycin is possible. 
In burns where more than 20 percent of the body 


surface is affected, especially if the patient has impaired 


renal function or is receiving other aminoglycoside 
antibiotics concurrently, not more than one application 
a day is recommended. 

When using neomycin-containing products to control 
secondary infection in the chronic dermatoses, such 
as chronic otitis externa or stasis dermatitis, it should 
be borne in mind that the skin in these conditions is 
more liable than is normal skin to become sensitized to 
many substances, including neomycin. The-manifes- 
tation of sensitization to neomycin is usually a low. 
grade reddening with swelling, dry scaling and itching; 
it may be manifest simply as a failure to heal, During 
long-term use of neomycin-containing products, peri- 
odic examination for such signs is advisable and the 


patient should be told to discontinue the product if they _ 





are o obssriid. Thess symptoms regi ress icky on 
withdrawing the medication: Neomycin-containing 


"applications should be avoided for that patient there- 
` after. 


PRECAUTIONS: As with: ofher antibacteríal prepara- 
tions, prolonged use may result in overgrowth of 
nonsusceptible organisms, including fungi. Appropri. 
measures should be taken if this occurs. 

ADVERSE REACTIONS: Neomycin is a not uncomm« 
cutaneous sensitizer. Articles in the current literature 
indicate an increase in the prevalence of persons 
allergic to neomycin: Ototoxicity and nephrotoxicity 
have been reported (see Warning section). 

HOW SUPPLIED: Tube of 15 g. - 
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Contents: 5% benzoyl peroxide in a solid, soap-free, 
detergent base. 

Size: 4 oz. (113.4 grams). 

Patient Directions: Using warm water, wash the affected 
areas for one to two minutes. Rinse lather off thoroughly. 
Pat dry with a clean towel. Use once or twice daily as 
directed by physician. 

IMPORTANT: Complete patient instructions are on 
package. 

Caution: Avoid contact with eyes and mucous 
membranes. May bleach colored fabrics. 


For Starter Samples, call us 
TOLL-FREE: 1-800-327-3858. 
In Florida, call collect: 1-305-443-3807 


Stiefel Laboratories, Inc. 
Coral Gables, Florida 33134 
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Supplied in its own, permanent soap dish 
to keep it dry and long-lasting. 





(Benzoyl Peroxide 5%) 


It fits in 
with the way kids 
want to take care 
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PanOxyl Bar is a remarkable accomplish- 
ment of pharmaceutical design. It gives your acne 
patients all the qualities of an elegant, richly- 
lathering cleansing bar— plus the effectiveness ) 
you expect of benzoyl peroxide. 


Because the cleansing bar form is as easy to 
use as soap and water, more of your patients are 
likely to comply with your regimens. 

You can use PanOxyl Bar in mild cases of 
acne or as an adjunct to your regular therapy. 


Perhaps best of all, PanOxyl Bar is wonder- 
fully economical (far more so than liquid washes), =~ 
because one bar will last for weeks and weeks. ES 
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Staticin «imt topical solution 
Aggressively Inhibits P acnes: 
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Concentrations of less than or equal to 0.25 mcg/ml in 8 of 9 isolates of P. acnes. t 
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\Staticin...clinical efficacy with well-established safety 
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94% reduction in P acnes counts 
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brief summary of prescribing information. 
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possible cumulative irritancy, caution is urged for con- bottle, NDC 0072-8000-60. 
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desquamating or abrasive agents. 


WESTWOOD” 


PHARMACEUTICALS INC. 
E " Buffalo, New York 14213 


In Canada, Belleville, Ontario KBN5E9 
E P. Inc. 








EFUDEX 


fluorouracil Roche 








SURGERY 


WHICH TREATMENT MODALIT Y 
FOR SOLAR KERATOTIC LESIONS? 











= 


- 
WAS? 


4 


tanih 


7*7 
Jý 





'10A 


_ "THE CASE FOR SURGERY | THE CASE FOR EFUDEX 





When solar keratotic lesions are easily 
accessible, isolated and limited in number, 
Surgery may be an appropriate treatment 


Depending upon the surgical procedure 
employed, the healing period may be shorter 
than with topical chemotherapy. 

May be used when topical treatment is 


High success rate. 


(fluorouracil/Roche) 


Effective treatment for multiple solar 
keratotic lesions in widespread areas and 
difficult treatment sites. 

Selectively destroys lesions with minimal 
effect on normal adjacent skin.' 

oeeks out and uncovers clinically 
undetectable lesions in surrounding skin." 

Scarring is minimal or absent; softness, 
normal texture and color of skin are usually 
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Less expensive than surgery; therefore 
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acceptable alternative for patients with solar 
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When making your decision, consider the advantages of Efudex: 


(fluorouracil/Roche) 


e Uncovers and eradicates subclinical lesions 


as well as those clinically evident 


e Leaves little or no scarring 
e Cosmetically gratifying 


e Effective and efficient for multiple lesions and 
difficult treatment sites unsuitable for surgery 
* Complete healing in one to two months after therapy 


* More economical than surgery 


REFERENCES: 1. Cullen SI: J Am Geriatr Soc 27:529-535, Dec 1979 
2. Data on file, Medical Department, Hoffmann-La Roche Inc.. Nutley, New Jersey 07110 
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twice daily Continue treatment for at least 3 to 6 weeks. but possibly as long 
as 10to 12 

How Supplied: Solution, 10-ml drop dispensers containing 2% or 5% 
fluorouracil on a weight/weight basis. Cream, 25-Gm tubes containing 5% 
fluorouracil in a vanishing cream base 


ROCHE LABORATORIES 
Division of Hoffmann-La Roche Inc 
@ Nutley. New Jersey 07110 
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The runaway mitosis that characterizes 
psoriasis presents a formidable barrier to 
topical therapy. But Lidex' Ointment gets 
through. Its potent steroid is totally in solu- 
tion in a penetrating base with occlusive, 
emollient properties. A logical choice for 
dry, scaly steroid-responsive lesions. 


Lidex 


(fluocinonide 


f Ointment 


Potency in a 
penetrating 
ointment base. 


Please see next page for 
summary of prescribing 
inftormation. 


Syntex Laboratories, Inc 
Palo Alto, Calitornia 94304 
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LIDEX (fluocinonide) 


Ointment 0.0596 


Description LIDEX ointment 0.05% contains the ac- 
tive compound fluocinonide. Fluocinonide, which is 
the 2l-acetate ester of fluocinolone acetonide, has 
the chemical formula 6a, 9-difluoro-11 8, 16a, 17, 21- 
tetrahydroxypregna-1, 4-diene-3, 20-dione, cyclic 
16, 17-acetal with acetone, 21-acetate. 


LIDEX ointment contains fluocinonide 0.5 mg/g. 
in an ointment base consisting of Amerchol CAB 
(mixture of sterols and higher alcohols), white pet- 
rolatum, propylene carbonate and propylene 
glycol. It provides the occlusive and emollient ef- 
fects desirable in an ointment. In this formulation 
the active ingredient is totally in solution. 


Indications Inflammatory manifestations of cortico- 
steroid-responsive dermatoses. 


Contraindications Topical steroids are contrain- 
dicated in patients with a history of hypersensitivity 
to any of the components of the preparation. 


Precautions If irritation develops, discontinue the 
ointment and institute appropriate therapy. 


In the presence of an infection. institute use of an 
appropriate antifungal or antibacterial agent. If a 
favorable response does not occur promptly, dis- 
continue the corticosteroid ointment until the infec- 
tion has been adequately controlled. 


If extensive areas are treated or if occlusive tech- 
nique is used, there will be increased systemic 
absorption of the corticosteroid and suitable pre- 
cautions should be taken, particularly in children 
and infants. 


The safety of topical steroids in pregnant women 
has not absolutely been established. In laboratory 
animals, increases in incidences of fetal abnor- 
malities have been associated with exposure of 
gestating females to topical corticosteroids, in some 
cases at rather low dosage levels. Therefore, drugs 
of this class should not be used extensively on 
pregnant patierits, in large amounts or for pro- 
longed periods of time. 

LIDEX' (fluocinonide) ointment is not for ophthal- 
mic use. 

Adverse Reactions Local adverse reactions reported 
with topical corticosteroids: burning, itching, irri- 
tation, dryness, folliculitis, hypertrichosis, acneform 
eruptions, hypopigmentation, perioral dermatitis, 
allergic contact dermatitis, maceration of the skin, 
secondary infection, skin atrophy. striae, miliaria. 
Dosage and Administration A small amount should 
be gently massaged into the affected area three 
or four times daily, as needed. 


How Supplied LIDEX-E Ointment 0.05935 — 15, 30, 60, 
and 120g. tubes. 


Artist's interpretation of 
imbricated parakeratotic cells 
characteristic of psoriasis. 
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U.V. PHOTOTHERAPY RADIOMETER 


for PHOTOCHEMOTHERAPY of 
PSORIASIS 
Features: 


* Direct readout in milliwatts/cm?. 

* Spectral response to match the photosensitization of skin. 
Sensitivity from 0.3 to 100 milliwatts/cm2, full scale. 
Wide field of view to match the cosine receiving function of 
human skin. 
Small, rugged and battery operated for full portability and 
safety. 
L.E.D. battery status indicator lamp. 
Silicon photodiode detector for maximum stability.. 


Write Dept. A 


international light. 


Specialists in Light Measurement 


DEXTER INDUSTRIAL GREEN 
NEWBURYPORT, MA. 01950 617-465-5923 





COLUMBIA UNIVERSITY 
COLLEGE OF PHYSICIANS & SURGEONS 


and 
ST. LUKE’S-ROOSEVELT HOSPITAL CENTER 


in association with the 
International Society for the Study of Vulvar Disease 
will present the second postgraduate course for clinicians on 


CUTANEOUS-VULVAR AND VAGINAL DISEASES 
- May 14, 15, 16, 1981 


New York Academy of Medicine 
New York City 


Under the Direction of 
HAROLD M.M. TOVELL, M.D. ALEX W. YOUNG, M.D. 
(Gynecology) (Dermatology) 


For the practicing dermatologist, gynecologist, and family practitioner. 
An interdisciplinary faculty composed of gynecologists, dermatologists, 
and pathologists will discuss the diagnosis and management of the 
common dermatoses, bacterial, parasitic and viral infections which affect 
the vulva. Sexually transmitted diseases will also be discussed. An 
in-depth review of vulvar dystrophies, premalignant, and malignant 
conditions will be presented. Pertinent diagnostic methods and specific 
therapeutic regimens will be emphasized. 


Fee: $375; residents: $175 (with a letter from departmental chairman); 
includes lunches, course syllabus and slides of selected diseases. 
Approved for 18 credit hours in Category 1 of the A.M.A.'s Physician's 
Recognition Award, 18 cognates for A.C.0.G. Fellows and 18 prescribed 
credit hours by A.A.F.P. For application and information contact Dr. 
Elizabeth C. Gerst, Continuing Education Center, College of Physicians 
and Surgeons of Columbia University, 630 West 168th Street, New York, 
New York 10032; telephone (212) 694-3682. 





J rotysporin * Ointment (Polymyxin B-Bacitracin ) 
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When the profile suggests neomycin sensitivity, 


POLYS PORIN Ointment 


(polymyxin B-bacitracin) 


... lS uncommonly good treatment 
for common skin problems 





* Polysporin® Ointment 
rarely induces sensitization 
and may be used routinely 


w Highly effective in 
vitro* against common 
dermatologic pathogens | 


w Polymyxin B is active 
against susceptible 
gram-negative bacteria 






Bacitracin is active 
against susceptible 
gram-positive organisms 


*In vitro data do not necessarily correlate with in vivo results. 


DESCRIPTION: Each gram contains: Aerosporin® (Polymyxin B Sulfate) 
10,000 units, bacitracin zinc 500 units, special white petrolatum qs. 
ACTIONS: Polymyxin B is one of a group of closely related substances pro- 
duced by various strains of Bacillus polymyxa. Its activity is sharply restricted 
to gram-negative bacteria, including many strains of Pseudomonas 
aeruginosa. 

Bacitracin, an antibiotic substance derived from cultures of Bacillus subtilis 
(Tracy ), exerts antibacterial action in vitro against a variety of gram-positive 
and a few gram-negative organisms. 

INDICATIONS: Therapeutically (as an adjunct to systemic therapy when indi- 
cated), for topical infections, primary or secondary, due to sus- 
ceptible organisms, as in: * infected burns, skin grafts, surgi- 
cal incisions, otitis externa * primary pyodermas (impetigo, 
ecthyma, sycosis vulgaris, paronychia) * secondarily infect- 
ed dermatoses (eczema, herpes, and seborrheic dermatitis) 


A 


Burroughs Wellcome Co. 
aval Research Triangle Park 
Wellcome North Carolina 27709 





we For therapeutic 
treatment of topical 
infections due to 
susceptible organisms, and 
prophylactic treatment to 
help prevent bacterial 
contamination in minor skin 
lesions ( please see 
INDICATIONS section in 
the brief summary below) 


w& No Rx needed—you 
can recommend it 



































d o ions. For abrasions, 
minor cuts and wounds acciden incurred, its use may prevent the de- 
velopment of infection and permit wound healing. 

CONTRAINDICATIONS: This product is contraindicated in those individuals 
who have shown hypersensitivity to any of its components. 

PRECAUTIONS: As with other antibiotic preparations, prolonged use may 
result in overgrowth of nonsusceptible organisms, including fungi. Appropri- 
ate measures should be taken if this occurs. 

DOSAGE AND ADMINISTRATION: Apply a small quantity to the affected 
area 2 to 5 times daily, depending on the severity of the 
condition. May be left exposed or covered with a dressing, 
as indicated. 

HOW SUPPLIED: Convenient, disposable, single-use foil 
packet of 1/32 oz (approx. ), box of 144; tubes of 1/2 and 1 oz. 
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Instructions for Authors 


Send manuscripts by first-class mail to Chief Editor, Frederick 
D. Malkinson, MD, Archives of Dermatology, 1725 W Harrison, 
Room 224, Chicago, IL 60612, (312) 942-1230. Manuscripts are 
received with the understanding that they are not under simulta- 
neous consideration by another publication. Accepted manuscripts 
become the permanent property of the ARCHIVES and may not be 
published elsewhere without permission from the publisher 
(AMA). 


In addition, in view of The Copyright Revision Act of 1976, effective 
Jan 1, 1978, transmittal letters to the editor should contain the 
following language: “In consideration of the American Medical Asso- 
ciation's taking action in reviewing and editing my submission, the 
author(s) undersigned hereby transfers, assigns, or otherwise conveys 
all copyright ownership to the AMA in the event that such work is 
published by the AMA." We regret that transmittal letters not 
containing the foregoing language signed by all authors of the 
submission will necessitate delay in review of the manuscript. 


Author Responsibility.— Al] accepted manuscripts are subject to 
copy editing. The author will receive an edited typescript rather 
than galley proofs for approval. The author is responsible for all 
statements in his work, including changes made by the copy 
editor. 

Designate one author as correspondent and provide his address 
and telephone number. Order reprints at the time the typescript is 
returned after editorial processing. Specify address to which 
requests for reprints should be sent. 


Manuscript Preparation.—Submit an original typescript and two 
high-quality copies of the entire manuscript. All copy (including 
references, legends, and tables) must be typed double-spaced on 
21.6 x 27.9 cm (8% x 11-in), heavy-duty white bond paper. Ample 
margins of at least 2.5 cm (1 in) should be provided. If a word 
processor is used, do not justify lines. 

Refer to patients by number (or, in anecdotal reports, by 
fictitious given names). Real names or initials should not be used 
in the text, tables, or illustrations. 


Titles.—Titles should be short, specific, and clear. They should 
not exceed 42 characters per line, including punctuation and 
spaces, and be limited to two lines, if possible. The title page 
should include the full names and academic affiliations of all 
authors, the address to which requests for reprints should be sent, 
and, if the manuscript was presented at a meeting, the name of 
the organization, place, and date on which it was read. 


Style of Writing.—The style of writing should conform to accept- 
able English usage and syntax. Slang, medical jargon, obscure 
abbreviations, and abbreviated phrasing are to be avoided. 


Informed Consent.—M anuscripts reporting the results of experi- 
mental investigations of human subjects must include a statement 
to the effect that informed consent was obtained after the nature 
of the procedure(s) had been fully explained. 


Abstract.— Provide an abstract (135-word maximum) of the arti- 
cle, including statements of the problem, method of study, results, 
and conclusions. The abstract replaces the summary. 


References.— List references in consecutive numerical order (not 
alphabetically). Once a reference is cited, all subsequent citations 
should be to the original number. All references must be cited in 
the text or tables. Unpublished data and personal communications 
should not be listed as references. References to journal articles 
should include (1) author(s), (2) title, (3) journal name (as abbre- 
viated in Index Medicus), (4) year, (5) volume number, and (6) 
inclusive page numbers, in that order. References to books should 
include (1) author(s), (2) chapter title (if any), (3) editor (if any), (4) 
title of book, (5) city of publication, (6) publisher, and (7) year. 
Volume and edition numbers, specific pages, and name of transla- 
tor should be included when appropriate. The author is responsible 
for the accuracy and completeness of the references and for their 
correct text citation. 


F. 


Metrication.— All measurements must be in metric units. English 


units may also be given parenthetically if the measurements were N 


originally done in English units. 


Illustrations.—Use only those illustrations that clarify and aug-* * 


ment the text. Submit illustrations in duplicate, unmounted and 
untrimmed. Do not send original artwork. Send high-contrast 
glossy prints (not photocopies). Figure number, name of senior 
author, and arrow indicating "top" should be typed on a gummed 
label and affixed to the back of each illustration. All lettering must 
be legible after reduction to column size. Artwork submitted for 
publication may be relettered to achieve uniformity of lettering 
style throughout the journal. Magnification and stain should be 
provided when pertinent. Illustrations should preferably be in a 
proportion of 12.7 x 17.3 em (5 x 7 in). 

Illustrations in full color are accepted for publication if the 
editors believe that color will add significantly to the published 
manuscript. The ARCHIVES will pay part of the expense of repro- 
duction and printing color illustrations, the remainder to be borne 
by the author or his sponsor. After deducting the ARCHIVES 
contribution, the author's share is $275 for up to six square- 
finished illustrations that can be arranged on a one-page layout. 
Any additional illustrations or special effects will be billed to the 
author at cost. Positive color transparencies (35 mm preferred) 
must be submitted for an evaluation. Do not send color prints 
unless accompanied by original transparencies. All transparencies 
should be carefully packed and sent with the manuscript. Note: A 
letter of intent to pay color fee must accompany submission. 

Legends.— Legends should be typed double-spaced, beginning on 
a separate sheet of paper. Limit length to a maximum of 40 
words. 

Photographic Consents.— A letter of consent must accompany all 
photographs of patients in which a possibility of identification 
exists. It is not sufficient to cover the eyes to mask identity. 

Acknowledgments.— Illustrations from other publications must be 
acknowledged. Include the following when applicable: author(s), 
title of article, title of journal or book, volume number, page(s), 
month, and year. The publisher's permission to reprint should be 
submitted to the ARCHIVES. 

Statistical Review.—Manuscripts containing statistical evalua- 
tions should include the name and affiliation of the statistical 
reviewer. 

Tables.— Each table should be typed double-spaced, including all 
headings, on a separate sheet of 21.6 x 27.9 cm (8% x 11-in) paper. 
Do not use larger size paper. If a table must be continued, use a 
second sheet and repeat all heads and stubs. Each table must have 
a title. 

Short Reports.— These manuscripts usually concern a single case 
report. Text must be typewritten, double-spaced, with not more 
than six references, and should not exceed 600 words. If tables or 
figures are elements of the manuscript, please limit text length to 
400 words with a total of either three figures or tables, or a 
combination of both. Tables must not exceed 12 lines in depth, 
including the title. For manuscripts containing either one figure 
and one table, or two figures or two tables, maximum text length 
is 500 words. Manuscripts with text only may contain up to 600 
words. The usual synopsis-abstract should be omitted. 

Letters.— All correspondence to the editor submitted for publica- 
tion must be typewritten, double-spaced, with no more than five 
references and two figures (submitted in duplicate). They should 
not exceed 500 words in length. Submit three copies of each letter. 
Letters are published as space permits, and they are subject to 
editing at the discretion of the editor. Receipt of letters is not 
acknowledged. All letters must include a Copyright Release State- 
ment signed by all authors of the letter. (See above.) 

Uniform Requirements.—F'urther details on manuscript prepara- 
tion are given in the document Uniform Requirements for Manu- 
scripts Submitted to Biomedical Journals prepared by the Inter- 
national Steering Committee of Medical Editors. Reprints of this 
document are available by directing requests to this journal: 
Scientifie Publications, 535 N Dearborn St, Chicago, IL 6061 
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components of letters, including references, must be typewritten, double-spaced. Do not 
include more than five references and two figures in duplicate. Letters should not exceed 
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Twenty-Nail Dystrophy of Alopecia Areata 


To the Editor.—] believe there are some misunderstandings 

in the articles written concerning twenty-nail dystro- 
hy. 

å This syndrome can be classified under two main groups 

taking into account the luster of the nail. 

In the first group, there is loss of nail luster because of 
roughness, and there is excess longitudinal ridging.’ For 
this condition, we have coined the term “vertical striated 
sandpaper twenty-nail dystrophy.” 

In the second group, twenty-nail dystrophy shows shiny 
nail plates with opalescence, longitudinal ridging, and a 
finely stippled appearance of the nail. 

Alopecia areata, which may be seen in both groups, is 
usually associated with a uniformly distributed sandpaper 
twenty-nail dystrophy. 

ROBERT BARAN, MD 
Cannes, France 


1. Horn RT Jr, Odom RB: Twenty-nail dystrophy of alopecia areata. Arch 
Dermatol 1980;116:573-574. 

2. Hazelrigg DE, Duncan WC, Jarratt M: Twenty-nail dystrophy of 
childhood. Arch Dermatol 1977;113:73-75. 

3. Wilkinson JD, Dawber RPR, Fleming K, et al: Twenty-nail dystrophy. 
Arch Dermatol 1979;115:369. 

4. Baran R, Dupré A: Vertical striated sandpaper nails. Arch Dermatol 
1977;113:1613. 

5. Baran R, Dupfe A, Christol B, et al: L'ongle grésé peladique. Ann 
Dermatol Venereol 1978;105:387-392. 

6. Scher RK, Fischbein R, Ackerman AB: Twenty-nail dystrophy: A 
variant of lichen planus. Arch Dermatol 1978;114:612-613. 


Multiple Clear Cell Acanthoma 


To the Editor.—We read with interest the article by Trau et 


al in'the ARCHIVES (1980;116;433-434) about a new case of 
multiple clear cell acanthoma. We have observed a similar 
case with unusual locations and regressive evolution. 


Report of a Case.—A man born in 1927 was initially seen in our 
dermatology department in February 1979 with multiple tumors 
of five years' duration. More than 50 lesions were noted, mainly on 
the legs, but a few were observed on the anterior part of the chest, 
one on the dorsum of the right wrist, and one about 2 em in 
diameter in the perianal region. The tumors were either squamous 
or showed a smooth surface. The tumor in the perianal region and 
four others from the legs were removed. Microscopic examination 
showed the changes in all five lesions. The ultrastructural study 
mainly showed keratinocytes filled with glycogen, as previously 
described.’ 

The patient subsequently underwent thermal treatments for 
arthritis in July 1979, after which the lesions began to disappear. A 
year later, only one tumor on the left leg remained. 


Comment.—In addition to the unusual features in this 
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patient, we would like to comment on the frequency of 
multiple clear cell acanthomas. In a review of 104 cases, 


Degos and Civatte* have already noted that seven patients - 


had two or more tumors. Ebner and Erlach* also noted a 
frequency of 1/9 for multiple lesions of clear cell acantho- 
ma. Additional eases of multiple lesions will probably be 
recorded in the future. 

J. M. BONNETBLANC 

J. L. DELROUS 

G. CATANZANO 

A. LICOUT 

J. ROUX 

Limoges Cedex, France 


1. Desmons F, Breuillard F, Thomas P, et al: Multiple clear cell acantho- n 


ma (Degos): Histochemical and ultrastructural study of two cases. Int J 
Dermatol 1977;16:203-213. 

2. Degos R, Civatte J: Clear cell acanthoma: Experience of eight years. Br 
J Dermatol 1970;83:248-254. 

3. Ebner H, Erlach E: Das klarzellakanthoma: Klinik, histologie und 
ultrastruktur. Dermatologica 1974;149:155-162. 


Occupational Clustering of Melanoma 


To the Editor.-Malignant melanoma makes up 1.4% of the 
cancer cases in the United States (4.6/100,000 men).' In 
southern Florida, however, it accounts for 3.6% of the 


cancer cases. This differential occurrence of melanoma - 
has generally been attributed to sunlight exposure. Other — 
possible causative factors such as hormones! and genetics’ | 


have been incriminated. Although geographic patterns in 


the occurrence of melanoma have been observed, no 


clustering (other than familial) has been described. The 
occurrence of three cases of malignant melanoma among 
law enforcement officers in a single municipality in south- 
ern Florida is, therefore, remarkable. The patients were 
employed at the same place (a sheriff's office that had 715 
employees). Using person years of exposure (2.5 years) and 
a crude expected incidence rate (adjusted to the Florida 
proportion), the three cases represent a 14.2-fold occur- 
rence of melanoma over the expected normal incidence for 
this group of employees. 


Report of Cases.—CASE 1.— A 57-year-old man, a law enforcement 
officer for more than 30 years, frequently relaxed outdoors and 
went without his shirt. He had a history of simple skin cancers of 
the face and of periodie severe sunburns. A mole on his right 
shoulder was diagnosed as melanoma in November 1976. His 
treatment was surgical excision, followed by chemotherapy and 
immunotherapy. He received no further treatment after the 
tumor returned. The patient died in the fall of 1979. 

CASE 2.— A 34-year-old man was the replacement for patient 1 
when patient 1 left the sheriff's office in October 1978 for health 
reasons. Patient 2 had a fair complexion with a history of sunburns 
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and outdoor activities. He had been a law enforcement officer for 
eight years. He had severely scraped his right leg in a motorcycle 
accident in 1974. A mole on the back of his right leg was diagnosed 
as melanoma in May 1979. He was treated by surgical excision, 
followed by immunotherapy. His disease recurred in August 1979. 
he receiving chemotherapy, but subsequently died in April 


CASE 3.—A 38-year-old man had been a professional skin diver 
and law enforcement officer for 16 years. He was frequently 
exposed to sunlight and had a history of uneven tanning. A mole 
on the middle of the right side of his back was diagnosed as 
melanoma in May 1979. His lesion was excised. Further therapy 
has been withheld since he is presently asymptomatic. 


Comment.—Sunlight exposure seems to be a factor in all 
of these cases, and it may have served to initiate the 
malignant process. 

All cancer cluster studies are of marginal statistical 
significance. If we assume that t is the probability of 
melanoma developing in a patient and s is the probability 
of melanoma not developing in a patient (t + s = 1); this 
ineidence may simply be the satisfaction of binomial 
expansion (t + s)"; the cluster representing t^. Despite this, 
the aggregation is interesting. Registries are encouraged 
to review their experience with melanoma for occupational 
and geographic patterns. Physicians are urged to note the 


repetition of occupational histories similar to those describ- 


ed here. 
Tim E. ALDRICH, MPH 


RENEE NASH, PAC 
Miami 


1. Cancer Incidence, 1969-1971. National Cancer Survey, No. 74-637. US 
Dept of Health, Education, and Welfare, Public Health Service, 1974. 
2. Aldrich TE, Healey JE: Cancer in Florida: A suggestion of lowered 


- risk. J Natl Med Assoc 1980;72:993-996. 


3. Sunlight and melanoma. Lancet 1971;1:172-173. 

4. Sadoff L, Winkley J, Tyson S: Is malignant melanoma an endocrine- 
dependent tumor? Oncology 1973;27:244-257. 

5. Clark WH Jr, Reimer RR, Greene M, et al: Origins of familial 
malignant melanomas from heritable melanocytic lesions: ‘The B-K mole 
syndrome.’ Arch Dermatol 1978;114:732-738. 

6. Blot WJ, Brinton LA, Fraumeni JF Jr, et al: Cancer mortality in US 


. countries with petroleum industries. Science 1977;198:51-53. 


Nontypical Syphilitic Chancres 
To the Editor.—Primary lesions of syphilis are typically 


described as solitary, painless, round-to-oval, ulcerated 
papules with firmly indurated borders. If the ulcers are 


covered with crust, removal of this crust will reveal a clean 
granulating base. Reference texts often state that multiple 
chancres may be seen, but are unusual.’ 

Because a number of patients have come to us with 


. nonclassic chancres, we serially examined male patients 


with penile ulcers during a six-month period (October 1979 


. to March 1980) to determine what constituted the typical 


chancre. Sixty-three male patients were included in the 
series based on positive darkfield examinations. Chancres 
were evaluated for multiplicity of lesions, pain on manipu- 
lation, purulent exudate, and lack of firm induration. 
Thirty-three patients (52.4%) had multiple chancres. The 
average number of lesions was 2.5, with a range of one to 
six. Substantial pain on palpation was noted in 26 (45.6%) 
of 57 patients, purulent exudate in 20 (47.6%) of 42, and lack 
of induration in nine (20.9%) of 43. 

The large number of patients with multiple chancres in 
this series is unusual. Randazzo* and Notowicz and Menke’ 
examined 87 and 177 patients, respectively, finding multi- 
ple lesions in 20% to 23%. Kresbach* noted multiple 
chaneres in 538% of 115 patients, a finding similar to ours. 
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Several hypotheses have been offered to explain multiple 
chaneres, including previous insufficient topieal or sys- 
temic treatment, previous infection with Treponema palli? 
dum conferring partial immunity to the host, a change in 
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, 
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pathogenicity of the organism, or concurrent genital infec ~ 


tion, such as herpes simplex, that alters the clinical presen- 
tation. 

To those physicians who frequently see primary syphilis, 
these findings may not be unexpected. However, for those 
who infrequently see syphilis, we report this series to 
remind them that chancres may not present as classic 
solitary, painless, indurated ulcers as frequently as is often 
assumed. 

JOHN L. HEADLEY, MD 
NISSAN PiLEST, MD 

JACK PosNIKOFF, MD 
CLARENCE H. SPENCE, MD 
Santa Ana, Calif 


1. Grimble AS: McLachlan's Handbook of Diagnosis and Treatment of 
Venereal Disease. Edinburgh, E & S Livingstone, 1969, p 12. 

2. King A, Nicol C: Venereal Diseases. Philadelphia, FA Davis Co, 1969, p 
15. 

3. Randazzo SD: Uber das Fehlen Serologischer Reaktionen bei der 
heutigen Primársyphilis. Minerva Dermatol 1962;37:139-144. 

4. Notowiez A, Menke HE: Atypical primary syphilitic lesions of the 
penis. Dermatologica 1973;147:328-333. 

5. Kresbach H: Zum gegenwártigen Bild der Frühsyphilis. Z Hautkr 
1968;43:109-118. 


Picking on 'P' 


Prominent Philly physician, 
Perusing professional print, 
Perceives 'P's' power position 
As papers' proclaiming plinth. 


Princely phonetic pervasive, 
Proceeding perpetually, 
Persisting, pulsating, persuasive 
Posh, peripatetic 'P.' 


Put plosive plumage past, 

Peroxided and paled-hue, 

Poor ‘P’s’ now exposed protoplast, 

Panjandrum Schamberg’s nailed you.’ 
CHRISTOPHER M. Papa, MD 
Colt’s Neck, NJ 


1. Schamberg IL: 'P' alliteration in dermatology. Arch Dermatol 
1980;116:622. 


Further Information on Large Doses of Vitamins 


To the Editor.—In the article "Toxic Doses of Vitamin A 
for Pityriasis Rubra Pilaris,” by Randle et al, in the 
ARCHIVES (1980;116:888-892), a new treatment for pityria- 
sis rubra pilaris (PRP) is advocated. Six patients were 
given 1 million units of vitamin A daily for five to 14 days, 
resulting in massive exfoliation and side effects requiring 
hospitalization. The response was apparently spectacular. 

We have achieved comparable results both in PRP and 
Darier’s disease through the synergistic action of large but 
nontoxic doses of vitamins A and E, without any undesir- 
able side effects or need for hospitalization.: We obtained 
complete or almost complete control in four patients with 
PRP and in three of four patients with Darier's disease, 
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administering an average adult daily dose of 800 to 1,600 
IU of vitamin E in the form of D-a-tocoferol acetate and 
T00,000 IU of water-dispersible vitamin A. Response was 
slower, but the effects were the same. Because of a 
‘probable defect in vitamin A requirement or use, the 
treatment has to be continued indefinitely on a certain 
dose. Medicolegal possibilities must also be considered in 
the administration of any medication in a known or 
suspected toxic dose. 

SAMUEL AYRES, JR, MD 

RICHARD MiHAN, MD 

Los Angeles 


MoRTON D. SCRIBNER, MD 
Arcadia, Calif 


l. Ayres S Jr, Mihan R, Scribner MD: Synergism of vitamins A and E 
with dermatological applications. Cutis 1979;23:600-603, 689-690. 


Primary Oxalosis With Livedo Reticularis 


To the Editor.—I agree with Greer et al, who exhorted us in 
their article in the February ARCHIVES (1980;116:213-214) 
that "oxalosis with vascular involvement should be 
included in the long list of causes of livedo reticularis." 
I also came to that conclusion after seeing the two 
patients of Jansen et al’ in 1974 and said so in 1975.* 
P. W. M. CoPEMAN, MA, MD, FRCP 
London 


l. Jansen LH, Groenevelt JJ, Van der Meer JB: Deposits of calcium 
oxalate in the skin in two patients suffering from oxalosis caused by 
primary hyperoxaluria. Arch Dermatol Forsch 1974;250:323-324. 

2. Copeman PWM: Livedo reticularis: Signs in the skin of disturbance of 
blood viscosity and of blood flow. Br J Dermatol 1975;93:519-529. 


Possible Dysglobulinemia and Grover's Disease 


To the Editor.-In the May issue of the ARCHIVES 
(1980;116:515) Millns et al described a patient who had 
Grover's disease and positive cutaneous immunofluores- 
cent mieroscopy findings. They commented that their 
patient had a "benign monoclonal gammopathy.” 

Recently, a patient whom I had treated 20 years ago for 
proved allergie contact dermatitis was referred to me at 
the age of 73 years with a peculiar papular eruption and 
chronic lymphatic leukemia. The patient complained of 
severe itching, but he said it was not severe enough to 
prevent sleep. 

He had had a knee replacement operation in 1977 before 
the onset of his disease for degenerative and rheumatoid 
arthritis. In 1979, a WBC count of 12,200/cu mm led to a 
hematologic investigation. His platelet count was 70,000/cu 
mm. The serum electrophoretic pattern was normal. The 
hepatitis antigen was absent in the serum. Rheumatoid 
arthritis factor was 1:280. Bone marrow studies confirmed 
the diagnosis of leukemia. 

The patient had 1 x 3-mm tan-brown flattened and 
grouped eczematous papules on his back, abdomen, arms, 
and legs. Discrete lesions were more common on the 
proximal surfaces of the arms. 

At the time of his visit, on March 8, 1980, his WBC count 
was 16,000/cu mm, with 55% lymphocytes. His platelet 
count was 186,000/cu mm. 

A biopsy specimen of a skin lesion revealed acantholytic 
lesions consistent with a diagnosis of transient acantholyt- 
ic dermatosis. 

I had planned to take biopsy specimens for immunofluor- 
escent mieroscopy, but, because of the patient's discomfort, 
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he persuaded me to give him symptomatic treatment. I 
prescribed the use of 10 mg of oral hydroxyzine hydrochlo- 
ride twice or four times a day and 0.5% hydrocortisone 
lotion. This resulted in clearing of his eruption in four 
weeks. 

Because he had had a previous allergy, I contemplated 
that his new artificial knee joint may have contained 
chemicals that triggered his problem, or that his leukemic 
cells may have induced protein changes in the basement 
membrane of the skin or elsewhere, resulting in epidermal 
changes that presented as Grover’s disease. 

Perhaps there is a subset of patients with Grover’s 
disease and dysglobulinemia. 

HOWARD S. YAFFEE, MD 
Cambridge, Mass 


Oral Administration of Human Dialyzable Transfer 
Factor in a Patient With Psoriasis 


To the Editor.—Psoriasis vulgaris is a common skin disor- 
der that is often frustrating to treat. Although its cause is 
unclear, a defect in cell-mediated immunity has been 
postulated.’* This encouraged us to undertake treatment 


of a patient who had psoriasis with human transfer — 


factor. 


Report of a Case.—A 55-year-old man had had psoriasis for more 
than 25 years. He first noted the disorder at age 24 years with the 


appearance of multiple intensely pruritic plaques about the size of E 


quarters that spread during a two-month period to involve much of 
his scalp, elbows, knees, and other areas of the trunk and 


extremities. At that time, the only medication he was taking was. MN 
morphine sulfate, employed to treat a World War II orthopedic — 


injury. He denied the recent use of lithium carbonate. There was 
no family history of psoriasis. 

His psoriasis had been recalcitrant to treatment but h 
remained limited in distribution. Topical 0.1% betamethasone 
valerate ointment and 0.05% fluocinonide cream had been of no 
benefit to him. 

Physical examination revealed a healthy man with multiple 
annular erythematous plaques with micaceous scales most promi- 
nent on the back between the buttocks and the middle of the back. 
The nails showed punctate pitting, characteristic of psoriasis. 
There were also a few plaques on the scalp and nummular plaques 
the size of dimes on the extremities. 


The patient began receiving oral human transfer factor therapy © E 


after discontinuing the use of the topical 0.05% fluocinonide cream 


for 3% weeks and after obtaining informed consent. After one — 


week he experienced a remarkable cessation of his pruritus with 
flattening of his plaques. The response continued, with four doses 
twice a month producing remarkable clearing of his lesions. On the 
fifth dose, a placebo of 0.15M sodium chloride was substituted. On 
examination one week later, a few new dime-sized plaques were 
observed, although the patient believed his condition was still 
improving. With more new lesions occurring (despite the patient's 
optimism), the sixth dose was administered, employing human 
transfer factor. The patient observed that within a few days the 
new lesions began to resolve; this was confirmed by clinical 
examination. 

Human transfer factor was prepared from the lymphocyte-rich 
fraction of material obtained by leukapheresis of a donor.’ The 
donor was a healthy 22-year-old man, a son of the patient who was 
examined. The donor did not have psoriasis. The procedure used 
was that described by Jeter et al^ One dose was derived from 
5 X 10* lymphocyte equivalents in the original cellular suspension. 
Six to ten doses were collected at each donation. The lyophilized 
material was reconstituted in 30 mL of 0.15M NaCl just before 
administration. It was given on a partially full stomach. 


Comment.—We have employed oral human transfer fac- 
tor in convenient doses twice a month to produce remark- 
able improvement in the condition of a patient with 
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psoriasis vulgaris. Oral administration of human dialyzable 
transfer factor has been safely given to human volun- 
teers.^* We believe that this safe and convenient modality 
merits further careful investigation in patients with pso- 
riasis vulgaris. 
ROBERT A. SCHWARTZ, MD, MPH 
WAYBURN S. JETER, PHD 
Tueson, Ariz 


1. Krueger GG, Hill HR, Jederberg WW: Inflammatory and immune cell 
function in psoriasis—a subtle disorder: I. In vivo and in vitro survey. 
J Invest Dermatol 1978;71:189-194. 

2. Guilhou JJ, Meynadier J, Clot J, et al: Immunologic aspects of psoriasis: 
II. Dissociated impairment of thymus-dependent lymphocytes. Br J Derma- 
tol 1976;95:295-298. 

3. Glinski W, Obalek S, Langner A, et al: Defective function of 
T lymphocytes in psoriasis. J Invest Dermatol 1978;70:105-110. 

4. Huestis DW, Fletcher JL, White RF, et al: Citrate anticoagulants for 
platelet pheresis. Transfusion 1977;17:151-155. 

5. Jeter WS, Reed RE, Soli TC, et al: Transfer factor to Coccidioides 
immitis in cattle, in Ajello L (ed): Coccidioidomycosis. Miami, Symposia 
Specialists, 1977, pp 359-363. 

6. Jeter WS, Kibler R, Soli TC, et al: Oral administration of bovine and 
human dialyzable transfer factor to human volunteers, in Khan A, Kirkpa- 
trick CH, Hill NO (eds): Immune Regulators in Transfer Factor. New York, 
Academic Press Inc, 1979, pp 451-460. 

7. Jeter WS, Kibler R, Stephens CAL: Oral administration of dialysable 
transfer factor to tuberculin to human volunteers. J Reticuloendothel Soc 
1977;22:46a. 


Necrolytic Migratory Erythema Without Glucagonoma 


To the Editor.—In the December 1979 issue of the ARCHIVES 
(115:1429-1432), Goodenberger et al described two patients 
with necrolytic migratory erythema without glucagonoma. 
They stated that reported cases of this eruption have been 
invariably associated with glucagon-secreting islet cell 
tumors of the pancreas. However, they forgot to quote a 
previous description of a patient with mucocutaneous 
aspects of this syndrome, but without diabetes or a pan- 
creatic tumor.'? To repair this omission, it would be useful 
to summarize this observation briefly. 


Report of a Case.—Since 1961, a 38-year-old man had suffered 
from chronic pancreatitis, accompanied by bouts of abdominal 
pain that lasted from three to 15 days. Roentgenographic exami- 
nation revealed pancreatic calcifications. Serum glucose levels 
were normal. 

Since that time, the patient had also had a dermatosis, which 
had been preceded by diffuse pruritus and bouts of digestive 
trouble. The cutaneous eruption was characterized by arcuate or 
serpiginous erythematopapular lesions, with brownish discolora- 
tion and superficial necrosis. Vesicles were present on the erythe- 
matous lesions and on normal skin. The lesions were localized on 
the trunk and abdomen and healed after one or two weeks, leaving 
residual pigmentation. Furthermore, during their evolutionary 
period, a painful carmine glossitis and palmar vesicles appeared. 
Histologic examination showed a moderately abundant inflamma- 
tory dermal infiltrate and necrosis of the upper part of the 
Malpighian layer. 

In 1973, forty-eight hours after a cephalie duodenopancreatecto- 
my, the cutaneous lesions healed. However, postoperative diabetes 
occurred. Anatomopathologic examination of the pancreas showed 
the absence of a malignant tumor. Pancreatitis with fibrosis and 
calcification and a definite decrease in alpha cells were found. 
Plasma glucagon levels were not assayed in this patient. 


Comment.—In light of this observation, we have stressed 
(since 1974) the following: (1) necrolytic migratory erythe- 
ma of pancreatic origin is not always related to a malig- 
nant alpha-cell tumor, and (2) the hypothesis that gluca- 
gonoma is the only pathogenic origin of the typical cuta- 
neous signs should be reconsidered. 
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The observations made by Goodenberger et al seem to «- 


confirm these conclusions. However, we have not found 
any clinical or biologic signs relating the skin disease to arf 
underlying small-bowel disorder in our patient. However, 


the role of the pancreas, which is not yet known, seems to* 


be a determining factor in the pathogenesis of necrolytic 
migratory erythema, since, in our patient, the cephalic 
duodenopancreatectomy was accompanied by resolution of 
all cutaneous signs. 
JEAN THIVOLET, MD 
Lyons, France 


1. Thivolet J, Perrot H, Hermier C, et al: Erythéme cutane migrateur 
avec necrose épidermique superficielle au cours d'une pancréatite chronique. 
Ann Dermatol Venereol 1914;101:415-A17. 

2. Rook A, Wilkinson DS: Textbook of Dermatology, ed 3. Oxford, England, 
Blackwell Scientific Publications, 1979, p 2115. 


Exacerbation of Psoriasis During 
Clonidine Therapy 


To the Editor.— A 66-year-old woman who had had psoriasis 
of the arms and trunk in remission for the past three years 
began receiving 0.05 mg of clonidine hydrochloride every 
12 hours for control of flushing. Three days after therapy 
was begun, erythematous, scaly plaques developed along 
the elbows and proximal part of the forearms. During the 
next week, the scales increased in thickness and the lesions 
evolved into characteristic psoriatic plaques. 

Since I know of no other reports possibly incriminating 
clonidine in the recrudescence of psoriasis, this association 
may be purely fortuitous. Alternatively, a pharmacologic 
mechanism may obtain. Decreases in intracellular concen- 
trations of cyclic adenosine monophosphate (AMP) have 
been found in the rapidly dividing cells of psoriatic epider- 
mis.' Cutaneous hyperproliferative, psoriasiform eruptions 
from propranolol and practolol may be caused by epidermal 
-adrenergic blockade, reducing epidermal intracellular 
cyclic AMP and leading to increased cell division.’ Cloni- 
dine is a centrally acting a-adrenergic agonist'^ with 
independent peripheral effects"? Since a-adrenergic ago- 
nists inhibit adenylate cyclase,* it is possible that clonidine, 
by causing a fall in intracellular cyclic AMP, may also 
enhance epidermal cell proliferation, leading to a psoriasi- 
form eruption. 

Careful and repeated examinations of the skin in addi- 
tional patients, especially patients with psoriasis who are 
taking clonidine would be of interest. 

JONATHAN WILKIN, MD 
Houston . 


1. Voorhees JJ, Duell EA, Stawiski M, et al: Cyclic nucleotide metabolism 
in normal and proliferating epidermis. Adv Cyclic Nucleotide Res 
1974;4:117-162. 

2. Jensen HA, Mikkelsen HI, Wadskow S, et al: Cutaneous reactions to 
propranolol (Inderal). Acta Med Scand 1976;199:363-367. 

3. Gaylande DM, Sarkany I: Side effects of practolol. Br Med J 
1975;3:435. 

4. Miach PJ, Dausse J-P, Meyer P: Direct biochemical demonstration of 
two types of a-adrenoreceptor in rat brain. Nature 1978;274:492-494. 

5. Van Zurieten PA: The central action of antihypertensive drugs, 
mediated via central a-receptors. J Pharm Pharmacol 1973;25:89-95. 

6. Lombardi F, Malliani A, Portillo-Nunez P, et al: Peripheral vascular 
effects of clonidine independent of a reduction in sympathetic activity. Br J 
Pharmacol 1976;57:448P-449P. 

7. Idowu OA, Zar MA: Inhibitory effect of clonidine on a peripheral 
adrenergic synapse. Br J Pharmacol 1976; 58:278P. 

8. Jakobs KH: Inhibition of platelet adenylate cyclase by a-adrenergic 
agonists, in Folco G, Paoletti R (eds): Molecular Biology and Pharmacology 
of Cyclic Nucleotides. New York, Elsevier North Holland Inc, 1978, pp 
265-211. 
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ANNOUNCEMENT 


The Department of Dermatology, Emory 
University School of Medicine will sponsor a 
two-day course in Dermatologic Surgery in 
Atlanta, Georgia, April 10 and 11, 1981. This 
course will stress the basics of skin surgery 
with an emphasis on improvement of opera- 
tive techniques. The faculty is interdisciplina- 
ry and will discuss procedures of use to those 
interested in cutaneous surgery. Laboratory 
pigsfoot sessions will be given each day with 
individual instruction. 


The faculty includes: Dr. Michael Albom 
(New York University), Dr. Richard G. Ben- 
nett, Dr. John Bostwick (Department of Plas- 
tic Surgery, Emory University), Dr. Roger 
Ceilley (University of lowa), Dr. Frederick 
McConnel (Department of Otolaryngology, 
Emory University), Dr. Clinton McCord (De- 
partment of Ophthalmology, Emory Universi- 
ty), Dr. Ricardo Mora (Louisiana State Univer- 
sity), Dr. Vincent Peng, D. Samuel Stegman 
(University of California, San Francisco) and 
Dr. Hiram Sturm. 


All inquiries should be addressed to Dr. 
Richard G. Bennett, Chief, Chemosurgery 
Unit, Emory University Clinic, 1365 Clifton 
Road, N.E., Atlanta, Georgia 30322. 


Yona Gree; 


A safe, 
economical method 
of permanent 
hair removal— 
from face, legs, body 


To save valuable office time, 
you can confidently 
recommend Perma Tweez to 
your patients for their 
home use. 


* Battery-operated instrument self- 
sterilizes when current flows. 


* Original patented self-correcting 
needle. 

* No-puncture safety feature helps 
prevent infection. 


* Proved clinically safe 
(report on request). 


PERMA TWEEZ & ATTACHMENT $22.95 
[] Check Enclosed [] Invoice after 30 days 
30 DAY UNCONDITIONAL MONEY BACK GUARANTEE 


GENERAL MEDICAL CO., Dept. D-129 
1935 Armacost Ave., West Los Angeles, CA 90025 
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Vehicle/N?. 
Frees You from 
the Constraints of 

Manufactured Formulations 


When compounding with versatile 
Neutrogena? Vehicle/N? you are not restricted 
to the fixed dosage of a fully-manufactured 
formulation. You're free to compound the drug 
and concentration you feel works best for 
each individual patient. Vehicle/N® gives you 
complete control of your patients' therapy. 


Cost is something else you control for your 
patient when you prescribe Vehicle/N® 
Surprisingly, the price of a manufactured 
formulation can run as much as twice that 
of a similar prescription compounded with 
Vehicle/N® And, the unbreakable bottle, with 
its wasteproof Appliderm™ Applicator pro- 
vides convenient, efficient application which 
means even more patient savings. 


So free yourself from the constraints of manu- 
factured formulations...compound with versa- 
tile economical Vehicle/N® 


For more information call us toll-free at 
800-421-6857 (in California, 213-776-5223). 


Neutrogena® 
Vehicle/N* 
The Versatile 
Vehicle 
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Water by itself. 
won't penetrate oil 


ina sea nof “all-water” benzoyl peroxit . 
preparations, Benzagel adds 14% alcohol - 


e Helps penetrate surface oils 


e Improves adsorption of benzoyl peroxide 
on acne/oily skin 


e Provides maximum therapeutic effect 


Balanced with over 70% water 
e Helps prevent stinging or burning 


e Reduces excessive erythema, drying and 
scaling 


e Better patient acceptance 


With “micronized” benzoyl peroxide 
e Disperses medication evenly 

e Uniform comedolytic effectiveness 

e Eliminates hot spots 

For the majority of your patients with acne 


Dermik Laboratories, Inc., 
Fort Washington, Pa., U.S.A. 19034 


Microgel “ Formula Benzagel... 


Description: 5% or 10% benzoyl peroxide, purified water, carbomer 
940, 14% alcohol. sodium hydroxide, dioetyl. sodium sulfosuc- 
cinate, alkyl polyglycol ether, fragrance 

Action: Provides drying, desquamative and antiseptic activity 
Indication: An aid in the treatment of acne 

Dosage and Administration: Wash affected areas prior to applica- 
tion. Apply sparingly one or more times daily or as directed by 
physician 

Contraindications: Should not be used by palients having known 
sensitivity to benzoyl peroxidé Or any of the components of this 
preparation 

Precautions: For External Use Only. Not for ophthalmic use. Keep 
away from eyes and mucosae. Very fair individuals should begin 
with a single application at bedtime allowing overnight medication 
May bleach colored fabrics. Keep this and all other medications 
out of the reach of children 

Caution: Federal law prohibits dispensing without prescription 
How Supplied: Plastic tubes, 1% oz. and 3 oz 


For Patient Starters 
Call Toll Free (800) 523-6675 
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(5% &10% Benzoyl Peroxide, 
6% laureth-4) 


will help your 
acne patients see 
a Clearer profile. 


DESQUAM-X* WASH contains 4% 
benzoyl peroxide, sodium octoxynol-3 
sulfonate, water, dioctyl sodium sulfo- 
succinate, sodium lauryl sulfoacetate, 
magnesium aluminum silicate, 
methylcellulose, EDTA. 


DESQUAMw-X* 5 contains 5% benzoyl 
peroxide, 6% laureth-4, carbomer-940, 
di-isopropanolamine, disodium edetate 
and water. 


DESQUAM-X* 10 contains 10% benzoyl 
peroxide, 626 laureth-4, carbomer-940, 
di-isopropanolamine, disodium edetate 
and water. 


Contraindications: Not to be used in 
patients known to be sensitive to any 
ingredient of Desquam-X. 


Precautions: Avoid contact with eyes 
and mucous membranes. To prevent 
bleaching, avoid contact with hair. 
Keep this and all drugs out of the reach 
of children. For external use only. 


Note: May bleach colored fabrics. 


How Supplied: Gel— Plastic tubes 
1.5 oz (42.5 g), 3 oz 
(85 g) 
Wash — Plastic bottles 
5 0z (141.8 g) 


For full prescribing information, see 
package insert. 


ES 
~ 





Desquam 





LA 


ESLER 


Unique versatility 
e the only benzoyl peroxide Rx WASH. 


e 5% and 10% GELS—with a microfine 
formulation that helps reduce papules 
and pustules and prevent new lesions. 


WESTWOOD” 


PHARMACEUTICALS INC. 
. Buffalo, New York 14213 
elm Canada, Belleville, Ontario K8N5E9 


©1981 WP. Inc 
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American Medical Association 
Physicians 
Placement 
Service 


Opportunity ^y^ 
Placement ~~ 
Register 


...If you're looking 
for a new practice opportunity 


This new AMA opportunity Placement 
Register contains a description of 
over 4,000 available practice oppor- 
tunities. Each listing is a brief coded 
summary covering location, type of 
practice, area of specialization, and 
other data. Included are two indexes 
to assist you in quickly finding the 
most suitable opportunity. 










. .or looking for a 
physician to fill a position 


The new AMA Physician Placement 
Register lists over 4,000 physicians 
seeking new practice opportunities. 
It includes a brief coded vitae, as well 
as specialty and type of practice 
preferences and current professional 
status. Two computer-generated in- 
dexes facilitate finding suitable can- 
didates. 


Fast turnaround! 


Either Register is mailed within 24 hours of receipt of 
your request. After receiving your selections of the prac- 
tice opportunities or physicians on which you want fur- 
ther information, full-page computer printouts on each 
selection are sent within 10 days. 


Order your Register now! 


Published quarterly by the AMA Physicians' Placement 
Service, these two Registers are the only comprehen- 
sive national listings of practice opportunities and 
physicians who are seeking new positions. Use the ap- 
propriate coupon below for the Register you desire. 


OPPORTUNITY PLACEMENT REGISTER 


AMA Physicians' Placement Service 
American Medical Association 
535 N. Dearborn/Chicago, IL 60610 


YES, | am interested in a new practice 
opportunity. Please send me the new 
AMA OPPORTUNITY PLACEMENT 
REGISTER, along with the registration 
form. 

Name 

Address 


City/State/Zip 


PHYSICIAN PLACEMENT REGISTER 
AMA Physicians' Placement Service 
American Medical Association 

535 N. Dearborn/Chicago, IL 60610 

YES, | am seeking the services of a 
physician. Please send me the new AMA 
PHYSICIAN PLACEMENT REGISTER, 
along with the registration form. 

Name _ 

Organization 


Address 


City/State/Zip 
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He (5% &10% Benzoyl Peroxide, 


6% laureth-4) 


will help your 
acne patients see 
a Clearer profile. 


Unique versatility 
@ the only benzoyl peroxide Rx WASH. 


e 5% and 10% GELS—with a microfine 
formulation that helps reduce papules 
and pustules and prevent new lesions. 








The Aquacaré Touch 


Restores moisture for silky smooth comfort. 


Urea: an incredibly 
resourceful moisturizer. 
Actually helps lock water in the skin 
cells of the horny layer. Urea also 
calms the itch that often accom- 
panies dry skin, while it sloughs of f 
excess scales. 


The result: soft, supple skin. 


Aquacare is formulated to resist water 
washoff. And buffered to a pH of 6 to 
avoid irritation. 


O Lotion 


Cult 


Please send yo 


Noncomedogenic!: ideal 
for your acne patients. 
Aquacare sootbes and relieves tbe 
dry, chapped skin often caused by 
harsh acne agents. Never heavy 
or oily. 

AQUACARE /HP with 10% urea 
AQUACARE' with 2% urea 
Available in both lotion and cream. 


Mail coupon below for samples of 
the Aquacare Touch. 
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Daytime self-confidence is more than a desir- 
able goal for your acne patients—it may be 
essential for continued compliance with pre- 
scribed therapy. 


KOMED HC provides an efficacious daytime 
alternative to harsher nighttime medications 
which may result in increased 3 
inflammation. Morning appli- | 
cation of KOMED HC helps 


relieve the inflammation n 
that frequently accompa- oc o: 
BARNES-HIND 
nies acne vulgaris. PE 
Even if your patient wears — 49 
heavy makeup, the KOMED I 3 
HC formulation continues to = $ ® 
work beneath the makeup E = 


to effectively and gently : 
control acne—and restore 
day-long confidence. 











Contraindications: Topical steroids are 
contraindicated in those patients with a 
history of hypersensitivity to any of the 
components of the preparation 


Precautions: If irritation develops. the 
product should be discontinued and 
appropriate therapy instituted 


In the presence of an infection, the use of 
an appropriate antifungal or antibac 
terial agent should be instituted. If a favor 
able response does not occur promptly 
the corticosteroid should be discontin 
ued until the infection has been ade 
quately controlled 


If extensive areas are treated or if the 
vilem technique is used, there will be 
creased systemic absorption of the 
SOIG steroid and ‘suitable precautions 
should be taken. particularly in childrer 
and infants 


Although topical steroids have not been 
reported to have an adverse effect on 
human pregnancy, the safety of their use in 
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pregnant women has not been absolutel 
established In laboratory animals, ir 
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important clues about both the pathogenesis of these 
diseases and the mechanisms of action of retinoids in 
general. 


Other Disorders of Keratinization 


Although topical tretinoin,” oral retinol;*'* and oral 
retinoic acid**?'* have been used with moderate success in 
Darier's disease, the synthetic retinoids seem to offer an 
important therapeutic advance in the treatment of this 
chronic and frequently disabling disorder (Fig 13).:5::-22 
The cornifying variant, which is often a difficult manage- 
ment problem,*” responds particularly well to the new 
retinoids.** However, since these drugs only suppress, but 
do not reverse the underlying acantholytic disorder, the 
skin fragility produced by the retinoids? may actually 
accentuate the tendency toward acantholysis and/or sec- 
ondary infection in some patients with a more erosive form 
of Darier's disease (M. L. Williams, MD, unpublished data, 
June 1980). Thus, it is possible that the increased tendency 
for acantholysis explains why neither retinoid seems to be 
useful in Hailey and Hailey disease.?** 

Some patients with pityriasis rubra pilaris (PRP) of 
many years' duration have been treated successfully with 
natural and synthetic retinoids.**?* Unfortunately, accu- 
rate interpretation of the response of patients with acute 
PRP to oral retinoids is confounded by the unpredictable 
natural history of this disorder. 

Although some of the palmar-plantar keratodermas have 
been treated successfully with topical tretinoin,?*?' pene- 
tration of this drug is impeded by the thickened horny 
layer in these disorders.****** The synthetic retinoids may 
be useful in these disorders,"*** but successful therapy 
may produce a thin and excessively fragile horny cushion, 
partieularly in palmar-plantar keratodermas that demon- 
strate the histologic characteristics of epidermolytic hyper- 
keratosis.” 

The 13-cis-retinoic acid seems to be useful in the treat- 
ment of linear inflammatory epidermał nevi (P. M. Elias, 
MD, and M. L. Williams, MD, unpublished data, June 
1980). However, etretinate may not be effective 
(P. Fritsch, MD, oral communication, September 1980), 
again suggesting a variation of response to these com- 
pounds. The aromatic retinoid, etretinate, has been 
reported to be effective in single cases of disseminated 
superficial actinic porokeratosis*?" and epidermodysplasia 
verruciformis.*"! 

Generalized lichen planus? and the hypertrophic,” 
oral,*** and genital variants?* have been treated successful- 
ly with topical tretinoin. Oral retinoic acid also has been 
used with some success in mucous membrane lichen pla- 
nus,???-5** as has etretinate.^*' *** 

In summary, the new synthetic retinoids promise to be 
effective therapeutic agents in a wide range of common 
and rare disorders of keratinization. Whether disabling 
side effects or as yet unrecognized chronic toxic effects will 
limit their usefulness remains to be determined. Certainly, 
the need for continual, lifelong, high-dose therapy in many 
of these genetic disorders mandates a high therapeutic 
index. However, the possibility of lengthy disease-free 
intervals in cystic acne and the development of combined 
therapies, as in psoriasis, suggest that the synthetic reti- 
noids ultimately will find an important place in dermato- 
logic therapeutics. Finally, the differing side effects and 
action spectrum of the two available synthetic retinoids 
offer the tantalizing prospect that eventually other reti- 
noids may be developed that may surpass these in efficacy 
and risk-benefit considerations. 

The retinoid field has continued to move along swift- 
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ly.” Cytosol-binding receptors for retinoids continue to 
be found in additional tissues.**?*** Melanoma cells and 
tissues, although only distant epithelial relatives, seem to 
be particularly responsive to retinoids.™* This finding 
may reflect the astonishing remissions of cutaneous metas- 
tases of malignant melanoma after topical applications of 
tretinoin. The immune activities of retinoids, both as 
antimitogens***—^ and as immune adjuvants in patients 
with terminal lung cancer,?' are exciting considerable 
interest. Finally, 13-cis-retinoic acid seems to be a particu- 
larly potent inhibitor of sebaceous glands," presumably 
explaining the success of this retinoid in aene. However, 
eruptive xanthomas caused by  hypertriglyceridemia 
occurred in a patient treated with 13-c?s-retinoic acid. 
Although not known to occur in humans, testicular atrophy 
and impaired spermatogenesis were reported in animals 
treated with supraphysiologic doses of the synthetic reti- 
noids.??:-555 


Figure 7 is reproduced with permission from the Journal of Investigative 
Biology (1977;69:463); Fig 7 (inset), from the Journal of Cell Biology 
(1976;68:173-188); Fig 8, from the Journal of Cell Biology (1976;68:173-188); 
Fig 9, from the Journal of Cell Biology (1976;68:173-188); Fig 10, from 
Laboratory Investigation (1980;42:469-474). 

Gary L. Peck, MD, gave permission to use Fig 11. 


Nonproprietary Names and Trademarks of Drugs 


Beta carotene—Solatene. 
Motretinide— Tasmaderm. 
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Fig 11.—Common mucocutaneous side effects of 13-c/s-retinoic acid given for systemic effects. All 
side effects are dose related and completely reversible. Left, Conjunctivitis. Center, Cheilitis. Right, 


Skin fragility. 


b. f 


Fig 13.—Dramatic clinical re- : 
sponse of intertriginous Darier's " 
disease in patient receiving 13- 
cis-retinoic acid. Left, Before 
treatment. Right, After treat- 


ment. 





174 Arch Dermatol—Vol 117, March 1981 


Fig 12.—Experimental friction blister in patient receiving 13- 
cis-retinoic acid. Note superficial level of erosion, which is related 
to intraepidermal pathologic condition caused by retinoid treat- 


ment. 
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Table 5.—Comparison of Laboratory Abnormalities Associated With Oral Retinoids* 


Natural 


m———————————————— 


Laboratory Test Vitamin A25} 


Synthetic 
LLL DBO, 
Vitamin A 13-Cis-Retinoic 
Acid?“ Etretinate?*1 Acid’ 


Sedimentation rate Commonly elevatedt 0 0 Often elevated 


Liver enzymes Commonly elevated 


Other liver Commonly elevatedt 
function tests 
Triglycerides ? 


Rarely elevated 


Often elevated Often elevated 
0 0 0 


? Often elevated Commonly elevated 





* 0 indicates less than 5% incidence, rare; 5% to 25% incidence, often: 25% to 75% incidence, common; greater than 75% incidence, always; not 


observed, 0; not reported, but may occur, ?. 


{This frequency is drawn from a retrospective study*" of hypervitaminosis A, which may exaggerate the true incidence. 


{From G. L. Peck, MD, oral communication, September 1980. 


USE OF RETINOIDS IN SPECIFIC DISORDERS 
Acne and Related Disorders 


In 1943, Straumfjord** noticed the similarity between 
the follicular hyperkeratosis of vitamin A deficiency and 
comedonal acne and first reported striking successes with 
oral vitamin A in acne vulgaris. For the next three decades, 
until the development of topical retinoic acid, oral retinol, 
and retinyl esters continued to be used for severe cases of 
acne.*5»7»*?» Today, despite some recently voiced concern 
about enhanced UV-energy-induced carcinogenesis with 
topical retinoids, as mentioned previously, topical tretinoin 
has become the treatment of choice for comedonal 
acne, §*:256.257 

Unfortunately, topical retinoic acid does not ameliorate 
severe cystic and conglobate acne. Therefore, the recent 
observation by Peck et al^ that recalcitrant cystic acne 
responds consistently and dramatically to oral 13-cis- 
retinoic acid is a most exciting development. Furthermore, 
13-cis-retinoic acid may also be effective in treating 
hidradenitis suppurativa. Interestingly, the involutional 
effect on sebaceous glands?! produced by 13-cis-retinoic 
acid seems to be long lasting,' which suggests that oral 
retinoid therapy for cystic acne may require only a single 
or intermittent course of therapy to maintain remissions. 
Although the dose required to produce the desired effect is 
not established, it may be significantly less than that 
required for the inherited keratinizing dermatoses, there- 
by further reducing the incidence and severity of dose- 
related side effects. In contrast with the dramatic 
response of acne to 13-cis-retinoic acid, the aromatic 
retinoid, etretinate, seems to be far less effective.?** 


Psoriasis and Related Disorders 


Naturally occurring retinoids have been used in the past, 
both topieally?*?** and orally,?*?** in psoriasis vulgaris 
with partial success. Recently, the aromatie retinoid, 
etretinate, has been used by a number of investigators in 
Europe.***?59?7* Interestingly, 13-c?s-retinoic acid seems to 
be less effective than the aromatic retinoid in psoria- 
sis?7** however, the two analogues have never been 
compared in a controlled clinical trial. It is likely that the 
synthetic retinoids will find their greatest usefulness for 
* psoriasis in combination with other therapeutic modalities. 
Combined therapy with etretinate and UV-B radiation?” 
or psoralens and UV-A (PUVA)'*?*' photochemotherapy 
has been effective. Fritsch et al?” reported that pretreat- 
ment with the oral retinoid rapidly removes the hyperker- 
atotic layers from the psoriatic plaque, which allows clear- 
ing to be achieved with half the total energy than is 
required with PUVA alone. Since potential long-term, 
PUVA-induced toxic effects, including enhanced epider- 
mal carcinogenesis, are thought to be related to the 
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cumulative dose, the use of etretinate with PUVA repre- 
sents a promising therapeutic development. Moreover, 
combined therapy with etretinate and topical agents, eg, 
anthralin (dithranol [Great Britain]),?** or topical ste- 
roids***?** may permit lower doses of oral retinoid, thereby 
reducing the incidence and severity of toxic effects from 
retinoid therapy. 

Generalized pustular psoriasis," pustular psoriasis of 
the palms and soles,**-*°° and subcorneal pustular dermato- 
sis"?' are currently difficult management problems for 
which the new aromatic retinoid also may prove useful. 


Ichthyoses 


The use of oral vitamin A***-**?° and tretinoin?5*299-2*5 in 
the treatment of ichthyoses has been limited both by 
potential toxie reactions and by the need for continual 
therapy. Although topical tretinoin is effective in these 
disorders, particularly in lamellar iehthyosis,?:*2:9299-30? the 
need for repeated, widespread applications also has limited 
its usefulness. Both of the new synthetic retinoids offer 
great promise in the treatment of several forms of ichthyo- 
sis.**':50*-3*' Although the underlying erythroderma persists, 
the retinoids are particularly effective in reducing the 
hyperkeratosis in patients with lamellar ichthyosis.?* Fur- 
thermore, ectropion, a serious complication of lamellar 
ichthyosis, also improves (M. L. Williams, MD, unpublished 
data, June 1980). Clearly, when they become widely avail- 
able, the synthetic retinoids will be the treatment of choice 
for this disabling disease. 

The synthetic retinoids also have been used with some 
success in other forms of ichthyosis, including generalized 
epidermolytic hyperkeratosis (bullous congenital ichthyosi- 
form erythroderma).* Although the hyperkeratosis 
improves, the tendency to blister formation in this disorder 
may be accentuated (Fig 12). The aromatic retinoid, 
etretinate, seems to be more effective than 13-cis-retinoic 
acid in this form of ichthyosis (G. L. Peck, MD, oral 
communication, September 1980). Both X-linked ichthyosis 
and ichthyosis vulgaris improve with the new retinoids, 
although etretinate may be more effective. However, 
since both of these conditions are less disabling than the 
congenital ichthyosiform erythrodermas and often can be 
adequately managed by topical therapy,*’**" the oral syn- 
thetic retinoids will probably be analyzed less frequently in 
these disorders. 

Experience with the use of retinoids in the rarer forms 
of ichthyosis is still limited. Erythrokeratoderma variabilis 
has been treated successfully with the new ana- 
logues?*; however, both isotretinoin?* and etretinate 
(P. Fritsch, MD, written communication, September 1980) 
may aggravate ichthyosis linearis circumflexa. These vari- 
ations in responsiveness among the ichthyoses may provide 
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Because carotenoids are excreted normally in sebum**° 
and in eccrine sweat and then reabsorbed into the stratum 
corneum, the distribution of carotenoids is rather charac- 
teristic.: The most intense coloration occurs in a seborrhe- 
ie distribution on the face and behind the ears. The palms 
and soles are invariably discolored as well, and pigmenta- 
tion also tends to aecumulate in pressure areas and the 
axillae. 

Although carotenoderma per se is harmless, carotenemia 
with skin pigmentation can occur as an inborn error of 
metabolism or as a cutaneous manifestation of either 
hypothyroidism or diabetes.***:**! The conditions of approx- 
imately 10% of patients with these endocrine disorders 
demonstrate elevated serum carotene values.* Although it 
has been assumed that carotenemia in these endocrinopa- 
thies is attributable to hyperlipemia, carotenemia is not 
present in other hyperlipemic states, eg, the nephrotic 
syndrome.” Defective GI tract catabolism of carotenoids 
into retinol may be responsible, since the carotene-vitamin 
A ratio increases in myxedema.*^ 

Carotenoids are not merely a medical curiosity. Exoge- 
nous carotenoids are useful for the suppression of symp- 
toms in erythropoietic protoporphyria, polymorphous light 
eruption, and other light-related dermatoses.*** Most 
recently, carotenoids have also been administered to pre- 
vent skin carcinogenesis.**? 


FORMS OF RETINOID THERAPY AND TOXIC 
REACTIONS 
Oral Vitamin A 


The clinical similarity between the cutaneous signs of 
human vitamin A deficiency and certain disorders of 
keratinization led to the speculation in the 1930s that 
subtle vitamin A deficiency might be involved in their 
pathogenesis.** As a result, oral vitamin A, in doses of 
100,000 to 250,000 IU/day, was used for Darier's disease, 
several types of ichthyosis, acne, and other related disor- 
ders. 

Although the conditions of many patients who were 
treated with oral vitamin A improved, chronic hypervita- 
minosis A with hepatic and CNS toxicity developed in some 
patients (Table 3). These toxic reactions have limited the 
use of oral vitamin A to those patients with severely 
disabling skin disorders. 


Topical Retinoic Acid (Tretinoin) 


The development of topical tretinoin was a major 
advance in dermatologic therapeutics, leading to its suc- 
cessful use in a wide variety of dermatoses, including acne. 
Although topical tretinoin continues to be a useful form of 
therapy, its deployment is somewhat limited by cutaneous 
toxic reactions. Skin irritation is a common and fre- 
quently limiting side effect of topical tretinoin.” Moreov- 
er, as with other irritants, pigmentary changes may occur. 
Treatment of some disorders, eg, palmar-plantar kerato- 
dermas, has been impeded by poor penetration through the 
thickened stratum corneum.*** Finally, although disorders, 
such as Darier's disease and lamellar ichthyosis, respond 
well to topical tretinoin, the need for continuous applica- 
tions to a large surface area makes this form of therapy 
impractical. 


Oral Tretinoin 


Because tretinoin has effects on the skin similar to 
retinol and it is not stored in the liver, it has been given 
orally in a wide variety of disorders. Whereas serious 
. hepatotoxic reactions apparently do not occur with treti- 
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noin, CNS toxie reactions (manifested by headaches, per- 
sonality changes, pseudotumor cerebri, or coma) occur 
frequently at therapeutic levels of tretinoin. Therefore, 
tretinoin is rarely administered systemically. 


Oral Synthetic Retinoids : 


The development of biologically active, relatively non- 

toxic synthetic derivatives of retinoic acid may lead to a 
minor revolution in dermatologic therapeutics. Little is 
known about the extent, if any, of the hepatic storage of 
the new synthetic retinoids, notably 13-cis-retinoic acid 
and the aromatic retinoid, etretinate (Fig 1), or their 
metabolites in the liver. However, with the exception of 
minimal, transient elevations in liver enzyme levels, se- 
rious acute hepatotoxic reactions have not been ob- 
served.?*7-° Other types of systemic toxic effects are also 
much reduced in comparison with oral vitamin A acid, but 
mucocutaneous side effects are enhanced. Cheilitis and 
conjunctivitis are troublesome side effects, particularly 
with 13-cis-retinoic acid (Fig 11). However, telogen efflu- 
vium, palmar-plantar desquamation, and pruritus are more 
commonly observed with etretinate. 
. Recently, reversible elevations of serum triglyceride 
levels have been noted in approximately half of the 
patients treated with more than 1.0 mg/kg/day of 13- 
cis-retinoic acid.? The clinical significance of this hyper- 
triglyceridemia is unclear at present, since the observed 
elevations in most patients are modest and unaccompanied 
by hypercholesterolemia; however, we found that in one 
patient, the serum triglyceride levels exceeded 1,000 mg/ 
dL. Furthermore, elevations are uncommon at doses less 
than 1.0 mg/kg/day (G. L. Peck, MD, unpublished data, 
September 1980). In some cases, a familial tendency 
toward hypertriglyceridemia may be unmasked, and it is 
possible that this side effect will be encountered only in 
patients with predisposed conditions. One possible expla- 
nation for the hypertriglyceridemia is that excessive 13- 
cis-retinoie acid may be transported by serum lipoproteins, 
analogous to retinyl esters in hypervitaminosis A, as men- 
tioned previously. Although alterations in serum lipid 
levels were not recorded in the older literature on hypervi- 
taminosis A, Muenter et al observed elevated blood lipid 
levels, including serum triglyceride levels, in some patients 
with hypervitaminosis A immediately after therapy was 
stopped. To our knowledge, no published data are available 
about the occurrence of hypertriglyceridemia with the 
aromatie retinoid; however, comparable elevations re- 
portedly occur in 10% of patients (G. L. Peck, MD, unpub- 
lished data, September 1980). Thus, serum triglyceride 
levels must be monitored in patients who are given retinoid 
therapy for systemic effects. 

Although, to our knowledge, there are no published 
comparisons of the two important synthetic retinoids, 
there seem to be interesting differences in their toxic 
effects (Tables 3 to 5) and therapeutic impact. These 
differences are substantial enough to allow for the tantal- 
izing prospect that development of still other retinoid 
analogues may provide us with a variety of retinoids with 
varying therapeutic specificity and toxicity. 

Whereas the usual dose of 13-cis-retinoic acid for disor- 
ders of keratinization is 0.5 to 4.0 mg/kg/day in two 
divided doses, the dose required to treat cystic acne is 
usually much lower.?? Some patients respond to alternate- 
day therapy. Since etretinate seems to be more potent on a 
milligram per kilogram basis in both experimental ani- 
mals*? and man, psoriasis and other disorders of keratini- 
zation are usually treated with 0.5 to 1.0 mg/kg/day of the 


aromatic retinoid. 
D 
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Table 4.—Comparison of Mucocutaneous Side Effects 
of Oral Retinoids* 











Synthetic 






Natural Ce ea ees &- 

J a 13-Cis- 

Side Vitamin Vitamin A Etretin- Retinoic 
Effects AU Acid*™* ate?! 279 Acid^* 
































Dry skin/ Always Common Common Often 
desquama- 
tion 
Cheilitis Often Always Always Always 
Conjunctivitis ? ? Often Common 
Skin fragility ? ? Often Common 
Pruritus Always Common Often Rare 
Epistaxis Commont Often Rare Common 
Mucosal Often 0 Often 0 
erosions 
Edema Common Often 0 0 
(legs)? (face) 
Alopecia Common} Often Often Rare 
Altered hair Common} ? ? Rare 
texture 
Brittle nails Common ? ? ? 






Paronychia Rare 


*0 indicates never; less than 5%, rare; 5% to 25%, often; 25% to 75%, 
common; greater than 75%, always; ?, not reported, but may occur. 

fThis frequency is drawn from a retrospective analysis?" of hypervita- 
minosis A, which may exaggerate the true incidence. 





be on the basis of a vitamin K-correctable hypoprothrom- 
binemia.*'* Most cases of chronic hypervitaminosis A in the 
pediatric age group have occurred through overzealous, 
although well-meaning, administration of vitamin A. 

Many of the reported cases of adult hypervitaminosis A 
have occurred in patients who receive vitamin A from 
dermatologists for acne, Darier's disease, and other disor- 
ders of keratinization.?'^?:*?* Although bone and joint 
pain are prominent symptoms in adults, the roentgeno- 
graphie changes of cortical hyperostosis are not seen in this 
age group; the absence of this characteristie finding may 
account for the frequent delay in diagnosis.” Other symp- 
toms are rather nonspecific and include weakness and 
fatigue, headache, anorexia, weight loss, nosebleeds, and 
sleep disturbances (Table 3)."* Diplopia is frequent, and 
papilledema caused by increased intracranial pressure may 
be observed. Other frequent clinical signs include hepato- 
splenomegaly and bone tenderness. Cutaneous signs and 
symptoms may be helpful in establishing the diagnosis. 
The skin is dry and pruritic, and ill-defined rashes, scaling, 
hair loss, brittle nails, changes in hair texture, and cheilitis 
may occur (Table 4). 

Although persistent hepatosplenomegaly was observed 
by Josephs” in his original case report, and hepatosple- 
nomegaly was recorded in half of the pediatric cases 
reviewed by Oliver; until recently, few liver biopsies 
were performed, and the occurrence of chronic liver disease 
was not appreciated.?'*-?? Vitamin A is stored in the liver, 
and large deposits can be observed by fluorescence micros- 
copy."* Even in patients without frank cirrhosis, portal 
hypertension and its sequelae have been observed second- 
ary to sinusoidal obstruction by lipid-laden, fluorescent 
hepatocytes.?*-?19 

Reversible, increased intracranial pressure is a promi- 
nent feature of chronic hypervitaminosis A in children and 
adults. Although the association of hypervitaminosis A and 
pseudotumor cerebri is well substantiated in hu- 
mans," its pathophysiologic characteristics are not 
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well understood.* Increased intracranial pressure occurs 
in infants with hypovitaminosis A,22*-22° as well as hypervi- 
taminosis A. However, increased intracranial pressure 
develops in experimental animals only with hypovitamino- 
sis A.” Although the complete syndrome of chronic hyper- 
vitaminosis A in adults occurs after daily intakes of more 
than 40,000 IU of vitamin A after several months of 
continued use, pseudotumor cerebri, without other mani- 
festations of hypervitaminosis A, has occurred in adults 
with an intake of as little as 20,000 IU/day.?*'*** Unfortu- 
nately, the frequency of these manifestations of vitamin A 
toxicity is unknown, since the literature on this subject is 
preponderantly retrospective. 

Mechanism of Vitamin A Toxic Effects.—The mechanism 
by which excessive vitamin A produces toxic effects is not 
known. However, it has been suggested that this may occur 
through a toxie effect on all membranes, particularly 
lysosomal membranes.**?* As discussed previously, retinol 
is transported in the blood by its specific carrier protein, 
RBP, which seems to provide for the safe transport and 
presentation of vitamin A to the cell surface. In conditions 
of excessive vitamin A intake in man* and in experimental 
animals,‘ the serum level of RBP actually decreases, and 
excess vitamin A is transported in esterified form in the 
lipoprotein fraction, rather than bound to RBP. Retinyl 
esters may be more injurious to cell membranes than 
retinol-RBP, accounting for the toxic effects encountered 
in hypervitaminosis A, as mentioned previously. In con- 
trast with liver disease, which is associated with both 
decreased serum vitamin A and RBP levels caused by 
decreased production of RBP,** chronic renal failure is 
associated with greatly elevated levels of both.^*** It has 
been suggested that some of the symptoms of uremia, eg, 
dry skin, pruritus, and anorexia, may be caused in part by 
chronic hypervitaminosis A.**:2%4 

Teratogenicity—Vitamin A is a known teratogen in 
experimental animals.* Prominent adverse effects 
include fetal wastage and gross craniocerebral malforma- 
tions.**? Since the new synthetic retinoids are also terato- 
gens in animals, and since detectable blood levels of 
etretinate may persist for several months after discontinu- 
ing use of the drug (G. L. Peck, MD, oral communication, 
September 1980), it is essential that women of childbearing 
age use a reliable means of birth control when taking these 
drugs.” The question of whether or not topical retinoic 
acid poses a teratogenic risk is more difficult to answer. 
However, the quantity of retinoic acid that is absorbed 
percutaneously by its usual dermatologic use, eg, in acne, is 
probably far less than that contained in prenatal vitamin 
supplements." 


Carotenemia and Carotenoderma 


Since carotenoids are normal dietary constituents, a 
small amount of these pigments are present normally in 
the skin. Carotenoderma is a harmless type of cutaneous 
pigmentation that usually results from the excess dietary 
consumption of carotenoids of vegetable origin. Individu- 
als, such as food faddists or those on crash weight- 
reduction diets, who eat large numbers of carrots or carrot 
juice are typically at risk.” Red palm oil, used for cooking 
in certain parts of West Africa, also contains abundant 
carotenoids, and, as a result, carotenoderma is endemic 
there. À serum carotene level in excess of 150 mg/mL is 
diagnostic of carotenemia. However, serum levels must 
rise three to four times above the normal level before the 
characteristic canary-yellow ochre or golden color develops 
that is distinct from the pigmentation in jaundice or from 
antimalaria agents." 
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DISEASES OF VITAMIN A DEFICIENCY OR EXCESS 
Hypovitaminosis A 


The cutaneous signs of severe vitamin A deficiency were 
first described in China about 50 years ago." However, 
often the clinical cutaneous signs are not sufficiently 
distinctive to permit definitive separation of patients with 
vitamin A deficiency from patients with certain types of 
vitamin B deficiency, particularly of riboflavin.*” In fact, 
marginal vitamin A deficiency may not be uncommon, 
particularly in patients with liver disease who may not be 
able to synthesize sufficient RBP,**** or in malabsorp- 
tion.*7:43:2% 

Clinical Features.—The earliest sign of vitamin A defi- 
ciency is nyctalopia, or impaired night vision, which can 
occur when the blood vitamin A level remains less than 50 
IU/dL (normal range, 120 to 150 IU/dL) for periods of 
several months.?^*?* In more advanced cases, severe eye 
abnormalities may occur, ranging from Bitot's spots 
(xerosis conjunctiva of the cornea) to frank kerato- 
malacia and blindness. Even today, vitamin A deficiency is 
responsible for thousands of new cases of blindness each 
pepe mae 

The skin changes in severe vitamin A deficiency consist 
classically of large areas of dry, wrinkled skin with fine 
scaling that is occasionally punctated by deep, excavating 
lesions (dermomalacia). Generalized or reticular hyperpig- 
mentation may develop, and a characteristie, although 
rare, type of follicular hyperkeratosis termed "phrynoder- 
ma" may also occur. The typical lesion is a spiny papule at 
the tip of the hair follicle that appears initially on the 
thighs and forearms and later spreads to the extensor 
surfaces of the extremities, back, and buttocks. These 
papules are usually abundant, and during a period of 
months, respond to improved diet or oral vitamin A 
supplementation. This slow rate of response suggests a 
more complex pathogenesis of phrynoderma than vitamin 
A deficiency alone.*^ 

Histopathologic Features.—Despite the nonspecificity of 
the clinical signs of vitamin A deficiency, the histologic 
features are virtually diagnostic." Squamous metaplasia 
of the pilosebaceous apparatus is invariably present, with 
hyperkeratosis and blockage of both the eccrine and pilo- 
sebaceous ducts. Eventually, an overall decrement in seba- 
-ceous glands occurs. Because pilosebaceous structures are 
immature in preadolescents, both the clinical and histologic 
signs of cutaneous vitamin A deficiency may be less 
apparent in childhood. 


Hypervitaminosis A 


Two clinical syndromes result from excessive intake of 
vitamin A: (1) acute poisoning that usually occurs after a 
single, massive ingestion, and (2) chronic hypervitaminosis 
A after intake of lesser amounts during several months to 
years.” 

Acute Vitamin A Poisoning.—Polar bear liver contains 
enormous quantities of vitamin A, up to 20,000 IU/g, and 
severe illness that occurs after ingestion of bear liver has 
long been recognized by Eskimos and Arctic explorers.*"* 
Other sources of vitamin A poisoning include seal liver, 
halibut-liver oil% whale-liver oil?'" shark liver," and 
medicinal overdose.^' 

The signs of acute vitamin A toxicity occur within a few 
hours and include somnolence, irritability, severe head- 
ache, dizziness, nausea, and vomiting, followed by facial or 
generalized desquamation.-^ Where the quantity of 
vitamin A ingested could be determined, it was invariably 
in excess of 1 million IU. However, it has been reported 
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minosis A, which may exaggerate the true incidence. 
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that increased intracranial pressure developed in infants 
who were given a single dose of 300,000 IU of vitamin A; 
this condition was manifested by nausea, vomiting, and a 
bulging fontanel.*' 

Chronic Hypervitaminosis A.—In contrast with acute vita- 
min A poisoning, which has been known for hundreds of 
years, the syndrome of chronic hypervitaminosis A was not 
appreciated until relatively recently. In the 1920s and 
1930s, it was first observed in experimental animals.?^ In 
1944, Josephs?? described the first human case in a 
3-year-old child, and in the succeeding decade, more pedi- 
atric cases were described.*"*? In 1951, Sulzberger and 
Lazar?'* reported the first case of chronic hypervitaminosis 
A in an adult. More recently, the occurrence of chronic, 
symptomatic liver disease has been appreciated.?'*-?? 

According to Oliver, chronic hypervitaminosis A was 
probably first recognized in infants and young children 
because of the prominence of skeletal symptoms in this age 
group. Infants and young children almost universally have 
bone pain and noninflammatory soft-tissue swelling. 
Metatarsal involvement results in a characteristic picture 
of swollen, painful feet and refusal to walk. Swelling of the 
occiput is also frequent. A distinctive roentgenographic 
pattern of cortical hyperostosis, similar to that of Caffey's 
disease, is observed. Osteoporosis is less common, and 
unlike the disease in experimental animals, spontaneous 
fractures are not reported." However, hypercalcemia 
caused by bony resorption may oceur.*** 

Other clinical features in children include anorexia and 
failure to thrive, anemia, chilblains of the fingers, and 
increased intracranial pressure with bulging fontanel and 
frank hydrocephalus. Hepatosplenomegaly occurs com- 
monly. In humans, with the exception of epistaxis, bleed- 
ing disorders are not prominent. If they occur, it seems to 
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Table 2.—Occurrence of Cytosol-Binding Proteins 


in Natural and Experimental Tumors* 





CRBPT CRABPT 








Normal Tumor Normal Tumor 
Breast (human) ? ? 


z 
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Colon (human) 


Retinoblastoma (human) 

Skin papilloma (mouse) 

Colon adenocarcinoma (rat) 

Lewis lung tumor (mouse) 

Colon tumor 26 (mouse) 

Breast adenocarcinoma (mouse) 

Melanoma (mouse) 

Lymphoma (mouse) 

Myeloma (mouse) 

Neuroblastoma (mouse) 

Pituitary (mouse) 

Glioma (mouse) 

Fibrosarcoma (mouse) 
*From Chytil and Ong” and Lotan.'^ 
TCRBP indicates cytosol retinol-binding protein; CRABP, cytosol retinoic 

acid-binding protein. 
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A stimulates gap junction synthesis in some cell sys- 
tems, ^'^? a possible mechanism for the retinoids’ anti- 
cancer activity would be improved cellular communication 
by stimulation of gap junction hyperplasia. Such an effect 
was demonstrated qualitatively in rabbit keratoacantho- 
mas by Prutkin'* several years ago. More recently, sub- 
stantial hyperplasia of gap junctions (Fig 10) was found in 
the cell membranes of basal cell carcinomas that were 
treated with topical retinoic acid.’ This effect occurs early 
during treatment and precedes signs of irritation or 
clinical regression.'** However, although retinoids given 
for systemic effect can induce regression of human skin 
cancers, '"* gap junction proliferation is not evident"; 
this suggests a diversity of cellular mechanisms in cancer 
reversion, perhaps depending on the route of delivery. 

There is the further possibility that retinoids block 
carcinogenesis by interfering with the enzyme ornithine 
decarboxylase.'*' Decarboxylation of ornithine to putres- 
cine is both the first and the rate-limiting step in the 
generation of polyamines, which are substances that are 
known to control the synthesis of nucleic acids and pro- 
teins.'** These substances are intimately involved in cell 
proliferation and differentiation," and they exhibit an 
early elevation in experimental skin carcinogenesis.'*^'** 
This elevation in ornithine decarboxylase activity is abol- 
ished by oral retinoids, but not by topical application of 
retinoids'**'* again, this suggests a diversity of retinoid 
effects. 

It is also possible that retinoids control neoplastie alter- 
ations through their stimulation of various arms of the 
immune system.'* Both natural and synthetic retinoids 
exhibit adjuvant activity by stimulating humoral antibody 
responses against a variety of exogenously administered 
substances."^ Physiologie doses of retinoic acid and its 
analogues stimulate killer T-cell production'" and cell- 
mediated cytotoxicity,'** whereas high doses may be immu- 
nosuppressive.' Recently, the immunopotentiating effect 
of retinoids has been exploited as adjuvant therapy for 
patients with inoperable cancers.'” 

Finally, both in vitro and in vivo retinoids behave like 
classic tumor antipromoters in the two-step model of 
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carcinogenesis,'^'* ie, they exert their influence during 
the latent period between exposure to an initiator and the 
appearance of a malignant neoplasm. However, a more 
recently espoused and simpler view of carcinogenesis holds 
that retinoids are one of several substances that compete 
directly for expression or suppression of the “oncogene.” 
According to this concept, the oncogene, present in all cells 
at birth, codes for specific transforming polypeptides, 
which have actually been demonstrated in some cells.!*»-:9» 
Thus, strong tumor initiators, eg, ionizing radiation, alky- 
lating agents, and polycyclic hydrocarbons, damage the 
DNA that codes for those repressor systems that normally 
hold the oncogene in check. Retinoids seem to exert their 
antitumor effects by direct interference with the action of 
these transforming polypeptides.’ 

Although all of the previously mentioned hypotheses are 
well supported by experimental data, much more work is 
needed to determine which phenomena are primary effects 
and which are secondary effects. It is likely that retinoids 
exert several entirely dissociable influences on cellular 
differentiation and neoplasia. 


Retinoids in Human Neoplasia 


Despite the wealth of information suggesting that reti- 
noids are potent anticancer agents, there is some evidence 
that topieal retinoids (but not retinoids given for systemic 
effect) also can exert tumor-promoter-like influences. 
Topical retinoids reportedly enhance carcinogenesis in the 
oral mucous membranes of hamsters." Of more rele- 
vance to dermatologists, topical applications of retinoids 
reportedly stimulated ultraviolet (UV)-B-induced squa- 
mous cell carcinomas in albino hairless mice, although 
this finding recently has been disputed.’ Finally, in 
certain experimental systems, retinoids stimulate the for- 
mation of extracellular proteases,” increased sister chro- 
matid exchanges, and prostaglandin biosynthesis”; all 
of these can be features of neoplastie cells. However, in 
virtually all of the previously mentioned studies, retinoids 
were used at inordinately high concentrations, so that the 
vitamin's toxic and membranolytie activities might be 
expected to override the more beneficial effects of the 
vitamin.'??.!?5 

The relevance of this work for human cancer remains 
doubtful. After more than a decade of intensive clinical use 
of topical retinoids in humans, to our knowledge, there are 
no reports of enhancement of skin cancer. In fact, topical 
formulations have been successfully used to treat several 
forms of human cutaneous precancers and can- 
cer, 55:159.752522?? On the basis of available information, it 
would be premature to discount the topical route as a useful 
mode of treatment of skin cancer. However, the choice of 
the proper dose, formulation, and route of delivery is 
critical when considering topical retinoids as anticancer 
agents. 

More recently, retinoids have been used in the preven- 
tion of other extracutaneous epithelial malignant neo- 
plasms. In two large studies of smokers, supplemental 
intake of vitamin A*” or carotenoids?” was associated with 
a decreased incidence of lung cancer. The National Cancer 
Institute is currently studying the usefulness of synthetic 
retinoids in the prevention of cancer in certain high-risk 
populations, eg, patients with recurrent bladder cancer! 
and asbestos workers. Although the results of these field 
trials are not yet available, it is likely that retinoids will be 
increasingly tested as human cancer chemopreventive 
agents.'*^'*^ Finally, as discussed elsewhere in this article, 
retinoids are being used as immunopotentiating agents for 
patients with unresectable carcinomas.” 
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Fig 10.—Freeze-fracture replica of human basal cell carcinoma cell membranes after one week's 
treatment with topical 196 retinoic acid. Proliferation of gap junction elements appears before, and 
independent of, signs of either skin irritation or tumor regression. Inset, Thin section. 


retinoids promote cellular differentiation, perhaps it is not 
surprising that retinoids are currently exciting great 
interest as pharmacologic anticancer agents.'?'*!?5 Ac- 
tually, the observation that vitamin A-deprived tissues are 
more prone to malignant transformation is not a new one. 
Since the original description of Wolbach and Howe,” 
several studies have shown that hypovitaminosis A 
enhances the susceptibility of epithelial tissues to chemi- 
cal-, viral-, and radiation-induced carcinogenesis!?* 977157 
whereas, conversely, high doses of dietary retinoids clearly 
prevent experimental cancer.?')95151.15577 Recently, it has 
been shown that not only naturally occurring forms of 
vitamin A, but also synthetic retinoids, can prevent experi- 
mental cancer.!*5*' | 

Although retinoids have been touted as agents for the 
chemoprevention of cancer, = rather than as agents 
for established malignant neoplasms, they have been used 
to treat both experimental and human skin cancer for 
several years.'^'*-* While it is likely that retinoids will 
prove to be more useful for the prevention than for the cure 
of cancer, new experimental evidence indicates they also 
may become important adjuncts to the therapy for neo- 
plasms in tissues other than the skin. 


Mechanism of Action 
of Retinoids in Cancer 


Although the mechanism of action of retinoids in cancer 
prevention and therapy remains unknown, several possibil- 
ities exist. One obvious possibility is that retinoids 
influence carcinogenesis in a manner analogous to steroid 
hormones,'*^* as estrogens are presumed to affect breast 
cancer. According to this view, retinoids initially bind to 
the CRABP. Then, after cytosol binding, the retinoid- 
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carrier complex translocates to the nucleus. There, it 
influences the synthesis of messenger RNA that codes for 
proteins, which suppress expression of the neoplastic phe- 
notype by maintaining the cell in a differentiated state. 
The most persuasive evidence in favor of this model is the 
presence of the CRBP in the cytoplasm of neoplastic 
tissues that are retinoid responsive (Table 2) and its 
notable absence from tissues that are refractory to reti- 
noids.'9*^! 

A second possibility is that retinoids directly stimulate 
the posttranslational synthesis of glycoproteins," 
thereby maintaining the cellular synthetic apparatus in a 
highly differentiated state.'?''* Both retinol and retinoic 
acid may be involved in the transfer of glycosides to 
membrane glycoconjugates.” Each compound can be phos- 
phorylated and bound to a nucleotide sugar; after this, it 
can act as a sugar carrier, donating monosaccharides 
directly to membrane proteins.''?^'** Glycoproteins fulfill a 
variety of important cellular functions, including media- 
tion of cellular adhesion and growth and action as hormone 
receptors.'* In keeping with this hypothesis, recent evi- 
dence has shown that retinoids alter the agglutinability'^ 
and the adhesive properties of transformed cells.'**'” 

A third possibility resides in the cell’s plasma membrane. 
The gap junction is an intercellular membrane structure 
that connects adjacent epithelial cells.'** Electrical signals, 
ions, and molecules of a molecular weight of less than 1,000 
can pass through these junctions into their neighbors.'*? 
Thus, the gap junction is thought to play a central role in 
the regulation of tissue organization, coordination, and 
growth control.'** Several years ago, it was noted that most 
gap junctions disappear during carcinogenesis''*?"*; this 
finding suggested that their depletion might be important 


for the process of malignant transformation. Since vitamin 
e 
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Fig 9.—Top left and bottom, Freeze-fracture replicas of embryonic chicken skin after three days of 
retinoic acid exposure in organ culture. Tight junctions, structures important for maintenance of 
permeability barrier in nonkeratinizing epithelia, and glandular lumina (L) appear as consequence 
of mucous metaplasia. Top right, Thin section. 


membranes, thereby exerting potent detergent-like 
effects.” One putative result of this is the labilization of 
lysosomal membranes,''"'*”” which is a prototypic example 
of this disruptive capacity. Many, if not all, of the vitamin’s 
irritant, toxic, and possible tumor-promoting effects have 
been ascribed to the cytopathologie effects of lysosomal 
enzyme release.'? Binding of the vitamin to its specific 
binding protein in the blood minimizes those surface-active 
effects on biologic membranes (see “Physiology and 
Metabolism” section). However, it should be emphasized 
that membrane destabilization seems to be dose depen- 
dent, occurring primarily at higher doses.''*"" Interesting- 
ly, at lower doses, the vitamin actually may stabilize 
biologic membranes,''*"""* and in cases of Darier’s disease 
that are treated with 13-cis-retinoic acid, no evidence of 
lysosomal enzyme release could be found.” 

Another important effect of vitamin A treatment is the 
stimulation of gap junction hyperplasia and hypertrophy 
(Fig 8). The gap junction (nexus) is considered one of the 
principal communication links between cells.'** Small mole- 
cules can pass between cells that are connected by gap 
junctions; thus, they are considered vital for certain cell 
& 
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functions, eg, electrotonic coupling and certain types of 
metabolic eooperation. They also may have an as yet 
unidentified role in the control of cellular growth and 
differentiation. The effect of vitamin A on gap junctions is 
observed most readily in neoplastic and embryonic”? 
keratinizing epithelia. A direct effect on gap junctions is 
suggested by the rapidity with which gap junctions prolif- 
erate,’ seemingly ahead of other metaplastic events, eg, 
tight junction proliferation (Fig 9). Furthermore, topical 
retinoids induce impressive gap junction proliferation (Fig 
10) in human basal cell carcinomas before signs of irrita- 
tion or regression are apparent.” 

In summary, it may not be possible to attribute all of the 
vitamin's actions to one molecular sequence. Indeed, cyto- 
sol receptor and membrane interactions may be just two of 
several targets of vitamin A's action, as we discuss fur- 
ther. 


RETINOIDS AND CANCER 
Anticancer Activity in Experimental Systems 


Because malignant transformation is fundamentally a 
process of loss of cellular differentiation and because 
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receptor proteins parallels their biologic activities.’ This 
suggests that these binding proteins mediate the mecha- 
nism of action of retinoids.” 

Further evidence for the importance of binding proteins 
in mediating the retinoids’ action is suggested by the 
variation of binding protein levels observed in fetal vs 
adult rat tissues (Table 1). Whereas cytosol retinol-binding 
protein (CRBP) continues to be present in all fetal and 
adult rat tissues, cytosol retinoic acid-binding protein 
(CRABP) disappears from all adult tissues except the 
brain, eyes, and skin,” indicating a greater tissue require- 
ment for retinoic acid during embryonic life. Moreover, 
both CRBP and CRABP in the liver and lung show 
strikingly independent fluctuations that correlate with 
important developmental landmarks in the perinatal peri- 
od.^ Although the presence of CRABP in both reproduc- 
tive*' and visual* tissues at first may not seem to correlate 
with the inability of retinoic acid to substitute for retinol 
in these tissues, it is also likely that both retinoids are 
necessary for different functions in these epithelia. 

Vitamin A and Skin.— The physiologic and pharmacologic 
effects of vitamin A and its derivatives on the epidermis 
are not well understood. In part, this is because of the 
sharp species variability that confounds the applicability of 
data, generated from experimental animals, to man. The 
following discussion is primarily limited to human studies. 
Topical retinoic acid increases the uptake of tritiated 
thymidine in the surface epidermis and follicular canal.***? 
However, Pinkus and Hunter“ noted a decreased number 
of mitotic figures after oral administration of vitamin A; 
this finding suggests that nonspecific irritancy may 
explain the increased labeling index from topical retinoic 
acid. It has been observed that oral retinoids increase the 
epidermal labeling index in mice." However, this finding is 
probably unrelated to their profound effect on epidermal 
structure and cohesion, which eventually leads to compro- 
mised epidermal permeability barrier function.“ 

Light microscopic studies of epidermal morphologic 
characteristics after topical application of retinoic acid 
have indicated that there is a biphasic response. With 
short-term application of topical retinoie acid, psoriasiform 
hyperplasia with acanthosis, hyperparakeratosis, intercel- 
lular and intracellular edema, and loss of the granular cell 
layer is observed. With long-term application, severe 
hypergranulosis and an attenuated, loosely attached stra- 
tum corneum result.** A similar biphasic response to topical 
application of retinoic acid also is seen in experimental 
animals.** Similar alterations are seen in both humans and 
experimental animals during the administration of 13- 
cis-retinoic acid and etretinate (RO 10-9359).***^ Hyperpla- 
sia of the viable epidermis occurs with a striking but 
patehy loss of the keratin layer and deposition of PAS- 
positive material within widened intercellular spaces of the 
outer Malpighian layers (Fig 6). Extracellular mucinous 
material also has been noted after topical application of 
retinoic acid in experimental animals.** 

After topical applications of retinoic acid, ultrastructural 
studies disclosed intercellular widening and a decreased 
number of keratohyalin granules, tonofilaments, and des- 
mosomes. An increased number of lamellar bodies and 
ribosomes, as well as large mitochondria and increased 
rough endoplasmic reticulum, were also evident." With 
the use of the scanning electron microscope, Papa" 
observed that the cells of the stratum corneum were 
plumper and irregular and possessed abnormal and 
decreased intercellular attachments. After oral retinoid 
treatment, these changes were less severe, but included a 
slight decrease in desmosomes, an increase in free ribo- 
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somes, and vacuolar changes in basal cells.* In humans 
with disorders of keratinization treated with oral 13- 
cis-retinoic acid, a peculiar shedding of desmosomes into 
the extracellular spaces has been observed.” In addition, 
extracellular and perinuclear accumulation of amorphous 
material has been noted that may correspond to the 
PAS-positive material seen by light microscopy (Fig 6). 

In summary, both topical application of retinoids and 
retinoids given for systemic effect produce striking 
changes in epidermal structure and function. Their severe 
effect on the process of keratinization, however, has made 
them useful in treating a wide variety of dermatologic 
disorders, as we discuss further. 


MECHANISM OF ACTION 


Vitamin A deficiency in animals causes metaplasia of 
glandular, ciliated, mucus-secreting epithelia, eg, the tra- 
chea, salivary glands, and genitourinary tract, into multi- 
layered, nonsecretory, keratinizing epithelia.5'7^***' Even 
normal keratinizing epithelia become more hyperkeratotic 
in the absence of vitamin A.'*'? Conversely, the addition of 
pharmacologic doses of retinoids to presumptive keratiniz- 
ing epithelia, eg, embryonic chicken skin,* ean induce 
epithelia to abandon their normal differentiation pathway 
for a mucus-secretory one (Fig 7). Both the effect of 
decreased and added vitamin A can be most dramatically 
observed and quantitated in organ cultures of these tis- 
sues. This action of excess vitamin A and its analogues has 
been termed its "antikeratinizing effect." Although over- 
ly simplistie, this concept is consistent with both experi- 
mental and clinieal observations in vitamin A deficiency 
and vitamin A toxicity, as we discuss further. 

Although the precise mechanisms of action of retinoids 
in epithelial differentiation remain to be unraveled, new 
information is accumulating rapidly. Retinoids exert well- 
documented influences on cell division,'^^ RNA synthe- 
sis," protein synthesis," posttranslational glycosyla- 
tion of proteins," prostaglandin biosynthesis, ^"? 
lysosomal membrane stability," and cell membrane 
structures.'**'** Determining which of these effects are 
primary and which are secondary remains the central 
lssue.!9».125 


Steroid Hormone-like Activity 


As discussed previously, the characteristic tissue and age 
specificity of the retinoids’ cytosol-binding proteins sug- 
gest that these proteins may be primarily responsible for 
the maintenance of cellular differentiation. The scheme 
of retinoid binding to cytosol receptors is reminiscent of a 
steroid hormone-like mechanism of action.'? Indeed, com- 
plexes of retinol and retinoic acid and their binding 
proteins recently have been shown to translocate to the 
nucleus’; this is the same sequence that is followed by 
steroid hormones. Furthermore, again as with the steroid 
hormones, a direct influence on RNA synthesis after 
retinoid treatment has been demonstrated.'^** Finally, 
levels of cellular RNA fluctuate dramatically in response to 
vitamin A excess or withdrawal,"* an observation that 
prompted Chytil and Ong™ to search initially for the 
cytosol-binding substances. 


Influence on Cell Membranes 


Although most of the vitamin's effects on DNA, RNA, 
protein, and glycoprotein synthesis can be explained by 
this system of cytosol receptors, the retinoid's effects on 
cell membranes may comprise another important arena for 
the vitamin's mechanism of action. Presumably, because of 
its bipolar structure, free retinol can insert itself into cell 
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cologic doses of the synthetic retinoids paradoxically may 
impair reproductive processes." Yet, despite these well- 
substantiated observations, the molecular basis for reti- 
nol’s specific role in the reproductive tract is unknown. 

Peripheral Effects of Vitamin A.—Even less is known about 
the mechanism of vitamin A’s action in other tissues, 
including the skin. Vitamin A deficiency results in defec- 
tive epithelial cell differentiation,” as well as abnormali- 
ties in the CNS, bone formation, endocrine function, and 
growth. Unfortunately, since the deficiency signs of 
hypovitaminosis A are so numerous” and so seemingly 
unrelated, they provide no clues to the vitamin’s biochemi- 
cal mode of action. 

Except for the visual’! and reproductive” tract abnor- 
malities, retinoic acid alone can prevent or cure all of these 
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Fig 8.—Top left and bottom, Freeze-frac- 
ture replicas of embryonic chicken skin 
after one day of retinoic acid exposure in 
organ culture. Large gap junctions, struc- 
tures important for intercellular communi- 
cation, appear along lateral surfaces of 
keratinocytes. This occurs before any 
signs of mucous metaplasia. Top right, 
Thin section. 


manifestations of vitamin A deficiency." However, the 


relative importance of retinol vs retinoic acid in peripheral 
metabolism remains unknown. 

Cytosol-Binding Proteins for Retinol and Retinoic Acid.— 
The most compelling clue to the retinoids peripheral 
mechanism of action resides in the recent identification of 
distinct cytosol proteins for retinol (CRBP) and retinoic 
acid (CRABP) in several tissues (Table 1).'** These pro- 
teins have a similar molecular weight (14,000 daltons) and 
composition, but they possess distinctly different ligand 
specificities for retinol and retinoic acid.'^'* In addition to 
these parent compounds, a number of the synthetic ana- 
logues of both retinol and retinoic acid also are bound by 
the respective binding proteins, but less avidly.'^" In 
general, the affinity of these synthetic analogues for the 
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Fig 7.—Embryonic chicken skin after two days exposure to retinoic acid in organ culture. As 
squamous cells are shed, they are replaced by new population of rounded, microvillous-coated 
population of secretory cells. Inset, Loss of cell polarity and stratification. 


the liver and is carried in the blood by albumin, as are other 
long-chain fatty acids.” 

The final catabolic product of most retinoic acid seems to 
be retinoyl-£-glucuronide (Fig 2), which is formed in the 
liver and excreted in the bile.**°* A substantial fraction of 
this compound is reabsorbed via the enterohepatic circula- 


tion, finding its way into the urine.” 


Peripheral Utilization 
of Retinol and Retinoic Acid 


In most tissues, much absorbed retinol is first oxidized to 
retinyl by alcohol dehydrogenase in a reversible reaction 
that requires nicotinamide adenine dinucleotide phos- 
phate. Retinol is then irreversibly oxidized to retinoic acid, 
often resulting in greater tissue concentration of retinoic 
acid than retinol.” Although retinoic acid is the most 
biologically active metabolite of retinol,***’ recently, small- 
er quantities of several potent polar metabolites of retinoic 
acid, including 13-c?s-retinoic acid^* (isotretinoin), have 
been identified in peripheral tissues.'^* Of these, the 
5,6-epoxy metabolite is the most active.” 

Retinoids and Vision.—It was the unraveling of the role of 
vitamin A in vision® that led to a Nobel Prize for Prof 
George Wald. This accomplishment still ranks as the most 
elegant demonstration of the physiologic role of any 
vitamin, and, ironically, the visual cycle remains the only 
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system in which the role of vitamin A is thoroughly 
understood at a molecular level. In this scheme (Fig 5), 
retinol is metabolized first to all-trans-retinal and then 
isomerized to 11-c?s-retinal, which interacts with the pro- 
tein opsin to form rhodopsin, the visual pigment of the rods 
and cones." In response to light energy, retinol is released 
from the rhodopsin molecule as the all-trans-isomer, and 
the cycle repeats itself (Fig 5). 

Vitamin A in the Reproductive Tract.— Although the role of 
vitamin A in vision is known, little is known about the 
precise role of the vitamin in the reproductive tract. It has 
been recognized since the 1920s that vitamin A deficiency 
results in both desquamation of germinal cells into the 
seminiferous tubule and resorption of fetuses in female 
animals." However, only relatively recently, Thompson 
et al“ proved that retinoic acid could not substitute for 
retinol in either the male or female reproductive tracts. 
Female animals that were fed retinoic acid alone became 
pregnant, but could neither maintain progeny nor deliver 
viable fetuses, while the testes of male animals became 
atrophic because of a selective loss of spermatids.*** 
Retinol levels in sperm change dramatically during sperm 
maturation, which suggests that vitamin A functions to 
stabilize cell membranes.** Thompson et al** also found that 
supplementation with small amounts of retinol,:but not 
with retinoic acid,” rapidly reversed virtually all these 


functional and histologie abnormalities. However, pharma- 
ə 


Retinoids, Cancer, and Skin—Elias & Williams 





he 7 


=- WA 


Lam. 
A Sa E 
b. FA SS v >y 
TECUM e Sikes > ae eS 


Fig 6.—Ultrastructure of epidermis from normal skin of patient (epidermal nevus) undergoing 
therapy with oral 13-cis-retinoic acid. Left, At level of the stratum spinosum, epidermis displays 
widened intercellular spaces. Individual keratinocytes contain fewer tonofilaments (TF). Desmo- 
somes (D) seem to be pinched off into intercellular spaces. Right, In stratum granulosum (SG) and 
in lower stratum corneum (SC), changes are even more severe. Cells are separated by 
extracellular pools of amorphous material, with appearance of mucin (M). Note decreased 
desmosomal attachments. Combination of features underlies increased tendency toward skin 
fragility in these patients, and poor water barrier function of retinoid-treated epidermis. Inset, 
Tonofilaments gre scanty and retracted toward cell periphery, leaving perinuclear halo. 


Patients with severe liver disease have been shown to 
have impaired dark adaptation," which can be reversed 
by the administration of vitamin A." These studies sug- 
gest that peripheral vitamin A levels become reduced 
because of the patient's inability to mobilize vitamin A 
from the liver. In most of these instances, correction of the 
underlying disease process often results in prompt restora- 
tion of normal circulating levels of both RBP and vita- 
min A. 

In patients with chronic renal disease, both RBP and 
vitamin A levels are abnormally elevated because of 
impaired glomerular clearance.**** Since free RBP normal- 
ly is catabolized in the proximal convoluted tubules after 
glomerular filtration, the elevated levels of RBP in chronic 
renal disease reflect decreased renal clearance.**^* Howev- 
er, in nephrosis, increased loss of RBP and vitamin A can 
occur because the prealbumin and the prealbumin-RBP 
complex, normally too large for glomerular filtration, may 
be excreted.” 


The manifestations of hypervitaminosis A have been 
* 


Arch Dermatol—Vol 117, March 1981 


ascribed to excessive levels of circulating retinyl esters,'^-** 
which normally constitute less than 5% of blood vitamin A. 
In contrast with retinol, which is sequestered from biologie 
membranes when bound to RBP, retinyl esters are carried 
by lipoproteins and may be more available to biologic 
membranes.*** This pool of retinyl esters presumably 
damages cell membranes, leading to the clinical signs of 
vitamin A toxicity. Thus, in addition to its carrier function, 
RBP seems to have an important, protective role. 

Finally, RBP is charged with the delivery of retinol to its 
peripheral target tissues. Although knowledge about the 
transfer of retinol from RBP to peripheral tissues is still 
fragmentary, recent evidence indicates that target epithe- 
lia possess a specific glycoprotein cell membrane receptor 
for RBP.*? 

Retinoic Acid Absorption and Transport.—In contrast with 
dietary sources of beta carotene or retinyl esters, when 
retinoic acid is given orally, it is absorbed directly without 
further metabolism into the portal system." However, 
retinoic acid is not stored in the liver. Instead, it bypasses 
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Fig 3.—Metabolism of vitamin A and retinol-binding protein (RBP) 
in hepatocyte (from Goodman”). 


Vitamin A 


Fig 4.—Retinol-binding protein (RBP)-prealbumin (PA) complex. 
Prealbumin is depicted as a tetramer surrounding central site of 
thyroxine (T,) binding. Locations of different binding sites are 
consistent with known relations between various moieties; RBP 
and T, are shown to bind to different sites on prealbumin, 
whereas RBP-vitamin A complex is stabilized by formation of 
RBP-prealbumin complex (from Goodman”). 
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Fig 5.—Visual cycle and its principal metabolic interconver- 
sions. 


Table 1.—Distribution of Cytosol Retinoid-Binding Proteins 
in Normal Rat Tissues* 


Tissue CRABP1 
Brain + (A, F) 
Eye + (A, F) 
Skin + (A, F) 
Intestinal mucosa + (F only) 
Ovary + (Af) 

+ (Af) 
+ (Al) 


Testis 
Uterus 


*From Chytil and Ong.” A indicates adult; F, fetal. 

TCRBP indicates cytosol retinol-binding protein; CRABP, cytosol retinoic 
acid-binding protein. 

tlt is not known if CRABP was present in these tissues in utero. 


acids and transported via chylomicrons in the blood and 
lymphatic channels to the liver.****** There, the retinyl 
esters are hydrolyzed, reesterified, primarily to vitamin A 
palmitate, and stored in hepatocytes**** and in specialized 
stellate cells called "vitamin A storage" or "Ito" cells. 

Mobilization From Liver.—The release and transport of 
vitamin A from the liver occurs in synchrony with the 
hepatic synthesis of its specific plasma-binding protein," 
retinol-binding protein (RBP), which, in turn, is strictly 
controlled by circulating RBP-retinol levels.*'** As intra- 
cellular retinyl ester stores are hydrolyzed by the specific 
enzyme, retinyl ester hydrolase,** they are complexed 
within the hepatocyte by free RBP and secreted in concert 
from the hepatocyte into the blood (Fig 3).** 

RBP.—Retinol-binding  protein?^? has a molecular 
weight of 21,000 daltons and possesses binding sites for a 
single retinol molecule and for prealbumin, which also 
binds one thyroxine molecule (Fig 4).?'* The retinol-RBP 
complex forms a protein-protein aggregate with the pre- 
albumin fraction in plasma and circulates with it. 
Normally, plasma vitamin A levels vary only slightly, even 
when body stores fluctuate widely.**” 

Most available evidence suggests that it is not circulat- 
ing retinol but rather the RBP level that determines the 
total vitamin A content of plasma.**** Accordingly, dis- 
eases that influence the synthesis or catabolism of the 
binding protein are reflected by reduced circulating vita- 
min A levels. Substantiated examples of such instances 
include parenchymal liver disease,**** kidney disease,” 


rotein-calorie malnutrition,’ *’ and malabsorption.**** 
p 
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Fig 1.—Principal natural retinoids and 
some important synthetic derivatives of 
retinoic acid (tretinoin). Retinoic acid 
molecule has been modified at polar ter- 
minus (1), polyene chain (2), and cyclic 
ring (3). Generally, but not always, modifi- 
cations of chain diminish biologic activity, 
while alterations of polar and/or cyclic 
end groups can yield compounds of 
greater biologic activity and less toxicity 
than natural retinoids. 
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these in vitro assays, they provide no information about 
the pharmacokineties of these compounds. For example, 
some retinoids may be metabolized in vivo to compounds 
that might ultimately be stored in the liver or CNS, causing 
_ the hypervitaminosis A syndrome. 


PHYSIOLOGY AND METABOLISM 
Dietary Sources 


Humans require less than 1 mg or 3,000 IU (1 IU = 0.3 
mg) of vitamin A each day. Most of the vitamin is derived 
either from animal sources in the form of vitamin A 
palmitate (cod-liver oil is a typically rich source) or as 
carotenoids from yellow and green vegetables. Additional 
rich sources of dietary vitamin A are egg yolks and liver. 
e 


Arch Dermatol—Vol 117, March 1981 


Fig 2.—Major metabolic pathways of natu- 
ral retinoids in mammals. RBP indicates 
retinol-binding protein. 


Tretinoin + Albumin 


Other Epithelia Including Skin 
Tretinoin 


Metabolism 


After dietary intake of animal sources of vitamin A, 
retinyl esters are hydrolyzed to retinol by pancreatic lipase 
(Fig 2). In contrast, beta carotene is hydrolyzed in two 
steps in the intestinal mucosa; the initial reaction is 
catalyzed by a dioxygenase, beta carotene-15,15'-dioxygen- 
ase, which splits the beta carotene molecule and yields two 
molecules of retinaldehyde.?*?* The further reduction of 
newly formed retinaldehyde to retinol is catalyzed by 
another mucosal brush-border enzyme, retinaldehyde 
reductase.**^^ Retinol, whether derived from either animal 
or plant sources, then is absorbed from the gut lumen into 
the gastrointestinal (GI) tract epithelium.**** Within the 
mucosal cell, the vitamin is esterified with long-chain fatty 
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Retinoids, Cancer, and the Skin 


Peter M. Elias, MD, Mary L. Williams, MD 


e Vitamin A and its newly developed synthetic analogues 
recently have been demonstrated to have profound effects on 
disorders of keratinization, sebaceous gland function, and can- 
cer. In separate sections of this article, we review the history, 
chemistry, metabolism, mechanism of action, toxicity, and clini- 
cal applications of both the naturally occurring and synthetic 
retinoids. 

(Arch Dermatol 1981;117:160-180) 


n 1909, Stepp’ noted that egg yolk extracts contained a 
fat-soluble principle that was vital to life. Soon there- 
after, this substance, which was first termed “fat-soluble 
A" and later "vitamin A," was found in other dietary 
sources, including butterfat and fish-liver oil;? The 
correct structural formula of beta carotene and of vitamin 
A was first deduced by Karrer and colleagues.*? Later, the 
vitamin was purified by Baxter and Robeson*?* and subse- 
quently synthesized by Arens and van Dorp* and Isler et 
al? Several review articles, monographs, and books have 
reviewed research in the vitamin A field up to the last 
decade," including the revelation of the vitamin's central 
role in the visual system. 


CHEMISTRY 
Natural Retinoids 


Vitamin A alcohol (retinol) and its important metabolic 
derivatives, retinaldehyde and retinoic acid, are fat- 
soluble, unsaturated isoprenoids that consist of a trimeth- 
yleyclohexanyl group and an all-trans-configurated pol- 
yene chain with four double bonds (Fig 1). Although 
crystalline in pure form, they are relatively unstable on 
exposure to oxygen, light, and higher temperatures. The 
carotenoids are naturally occurring, physiologically inac- 
tive, dimeric variations of vitamin A of vegetable origin 
and are responsible for many of the brilliant yellow- 
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orange-red hues of nature. Although the most important 
provitamin A compound of vegetable origin is beta caro- 
tene, knowledge of the structure of other naturally occur- 
ring carotenoids led to the formulation of several of the 
newly synthesized, aromatic retinoids.’ 


Synthetic Retinoids 


In the search for more biologically active and less toxic 
compounds, all three portions of the vitamin A molecule 
have been chemically modified (Fig 1). In general, although 
alterations of the polyene chain strikingly diminish reti- 
noid activity, modifications of the carboxyl end group of 
retinoic acid (tretinoin), used to form an ethylamide or 
ethoxycarbonyl terminal group, are associated with 
reduced toxicity and retention or enhancement of biologic 
activity.” "° Further substitutions of certain aromatic, 
p-methoxytrimethylphenyl or cyclopentyl rings for the 
cyclic ring can yield still less toxicity, with up to a tenfold 
increase in biologic activity over retinoic acid 
(Fig 1.5958 

To select compounds for preclinical testing, investigators 
have developed several in vivo and in vitro assays. The 
most widely applied in vivo assay has used the ability of 
various retinoids to cause regression of experimental skin 
papillomas in mice, as measured against the appearance of 
the hypervitaminosis A syndrome.'* Thus, a "therapeutic 
ratio" is determined that provides an index of the reti- 
noid's effectiveness against cancer. However, this assay 
does not necessarily measure the retinoid's ability to 
influence cellular differentiation. Therefore, alternative in 
vivo'* and in vitro assay methods have been developed that 
measure the retinoid's ability to maintain cell differentia- 
tion in organ cultures of hamster tracheal epithelium," 
mouse epidermis," mouse prostate gland," or embryonic 
chicken epidermis," or to maintain adhesion of cultured 
fibroblasts.'* Although these assays provide precise quanti- 
tation of the retinoids' effects on epithelial cell differentia- 
tion, they cannot provide information about the measure of 
clinical toxicity. Some investigators think that labilization 
of proteoglycans from ear or tracheal cartilage is a suitable 
measure of clinical toxicity.’***** There is the further 
problem that, despite the sophistication and usefulness of 
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Results of Doppler Ultrasound Studies 


Pulse Volumes* 


First finger 
Second finger 
Third finger 
Fourth finger 
Fifth finger 
Arm 

Forearm 


Arterial Pressures, mm Hg 





*Relative qualitative changes in pulse volume recorder, reflecting relative changes in blood fiow. 


follow-up examination. She was asymptomatic. The bluish discol- 
oration as well as the telangiectases had disappeared from her 
fingertips two months after therapy had been instituted. A total 
thyroxine measurement at this time was 8.4 ug/dL, and the results 
of additional Doppler ultrasound studies (Table) showed definite 
improvement in the pulse volumes in all digits, compared with the 
results three months earlier. The digital systolic pressures were 
also considerably increased. 

On follow-up evaluation two years later, her fingertips 
remained free of telangiectases and discoloration, and she was 
asymptomatic with thyroid replacement therapy. 


COMMENT 


Telangiectases of the lips, hands, and feet have been 
observed in up to 5% of an adult hospital population. 
Generalized essential telangiectasia and hereditary benign 
telangiectasia without underlying systemic diseases have 
been described.** Our patient may have had acquired 
telangiectasias associated with an underlying disorder. 
Such systemic conditions may include poikiloderma con- 
genitale, poikiloderma atrophicans vasculare, systemic 
lupus erythematosus, dermatomyositis, xeroderma pig- 
mentosum, scleroderma, metastatic carcinoid syndrome, 
angiokeratoma corporis diffusum, portal cirrhosis, syphilis, 
cutaneous polyarteritis, ataxia telangiectasia, Rendu-Os- 
ler- Weber disease, and thyroid disease. 

Telangiectasias have been found in 23% of patients with 
thyroid disease, including nontoxic goiter, hypothyroidism, 
and treated thyrotoxicosis.' To the best of our knowledge, 
telangiectasias associated with hypothyroidism have not 
regressed with treatment. 

The cause of telangiectases in myxedema is uncertain. 
Alterations in capillary fragility have been described in 


thyroid disorders.* A lack of normal collagen support may 
permit capillary dilation. 

Christianson’ suggested that mucinous edema in 
patients with myxedema may result in a separation of 
supportive connective tissue surrounding the capillaries. 
An actual structural deficiency, induced by the hypothy- 
roid state, may exist in the wall of the venule. This, 
together with an additional hydrostatic factor, could 
account for telangiectases on the fingertips. 

In our patient, however, the abnormal results of Doppler 
ultrasound studies, including reduced pulse volumes, 
decreased arterial pressures, and decreased distensibility 
of the vessels, are suggestive of peripheral vascular occlu- 
sion. This diagnosis correlates well with the patient's 
complaints of experiencing blue discoloration of the finger- 
tips when exposed to cold and with the peripheral telan- 
giectases that may occur in acquired peripheral vascular 
disease. 

The positive results of the ANA test were an interesting 
finding; however, we found no other evidence of collagen 
vascular disease, and the history was not typical for 
Raynaud's phenomenon. Furthermore, all symptoms 
resolved with thyroid replacement therapy. The ANA tests 
were not repeated. 

We believe the clinical picture similar to that of vascular 
occlusion was probably caused by deposition of mucin 
around the small vessels in this patient with severe myx- 
edema. Accordingly, the blue discoloration and the telan- 
giectases completely disappeared in two months, with 
thyroid replacement therapy. This alleviation of symptoms 
was accompanied by distinctly improved results in the 
Doppler ultrasound studies. 
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Blue Fingertips Associated With Myxedema 


Christopher P. Crotty, MD, Charles H. Dicken, MD 


è A 42-year-old woman had blue telangiectases of the finger- 
tips associated with myxedema. In addition to this clinical 
finding, the patient had abnormal Doppler ultrasound study 
findings analogous to those seen in peripheral vascular occlu- 
sion. With thyroid replacement therapy, the telangiectases disap- 
peared, and a dramatic improvement was noted in the results of 
the Doppler studies. We believe that the clinical picture seen in 
our patient was caused by the deposition of mucin around small 
blood vessels. 

(Arch Dermatol 1981;117:158-159) 


TOE estate is a systemic disease with cutaneous mani- 
festations that are often diagnostic. Our patient 
with this disorder was referred to the Mayo Clinic, Roches- 
ter, Minn, because of blue fingertips. Clinically, the lesions 
were telangiectases. She also had primary myxedema. 

Although telangiectasia has been described in patients 
with thyroid disease, telangiectasia manifested as blue 
fingertips in a patient with myxedema seems to be unique. 
In addition, in our patient, the blue discoloration disap- 
peared completely with thyroid replacement therapy. This 
notable improvement in clinical appearance was associated 
with improved results in vascular Doppler ultrasound 
studies. 


REPORT OF A CASE 


A 42-year-old woman had had paresthesias of her palms and 
fingers associated with “hot flushes” in December 1975. Concomi- 
tantly, she noted red-blue discoloration of her fingertips and 
cracking of the skin on her fingers. 

In March 1976, she underwent a surgical bilateral carpal tunnel 
release at another institution. Most of her symptoms abated, but 
the discoloration of the fingertips persisted. Thyreid studies were 
not done. She was subsequently treated with antifungal creams 
and griseofulvin. 

In January 1977, she was seen at the Mayo Clinic for the first 
time. She complained that her fingertips became blue on exposure 
to cold. She denied having pain, paresthesias, and blanching— 
symptoms that would suggest the presence of Raynaud’s phenom- 
enon. Furthermore, the telangiectases persisted even when she 
was not exposed to cold. She had noted thinning of her scalp hair, 
myalgias, and an increased intolerance to cold temperatures. 
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The patient's verbal responses were extremely slow. On physical 
examination, the ventral aspect of each fingertip of both hands 
had a symmetric mat of telangiectases with a red-blue hue 
(Figure). No ulcerations were present. Her skin was generally dry 
and thick to palpation; no telangiectases were present elsewhere. 
She had mild cracking of the skin on her fingers. Her hands and 
fingers were not unusually cool. Her face was puffy, and she had 
mild thinning of the scalp hair. The thyroid gland was not 
enlarged. Findings of examination of the heart, lungs, and 
abdomen were normal. Bilaterally, filling of the digits from the 
ulnar arteries was reduced, the posterior tibialis pulses were 
absent, and ankle reflexes were appreciably delayed. 

Her abnormal laboratory test results indicated a total thyroxine 
value of 0.7 ug/dL (normal, 5 to 13.5 ug/dL) and a free thyroxine 
value of 0.1 ng/dL (normal, 0.8 to 3.3 ng/dL). The level of 
thyroid-stimulating hormone was 282 „U/mL (normal, 0 to 15 
uU /mL). The antinuclear antibody (ANA) test was positive, at a 
titer of 1:128; the ESR was 51 mm in one hour. The hematocrit 
reading was 34.5%. In addition, the results of the following tests 
were normal or negative: urinalysis, platelet, eryoglobulin, rheu- 
matoid factor, serum chemistry profile, a chest roentgenogram, 
and an automated reagin. Cryofibrinogen studies were not 
done. 

Doppler ultrasound study results (Table) showed that the pulse 
volumes at the level of the proximal phalanges were substantially 
reduced. The arterial pressures at this level were also reduced; 
however, the degree of impairment was less than expected on the 
basis of the low pulse volume. This factor was thought to be related 
to a notable decrease in the distensibility of the vessels. 

The patient was thought to have primary myxedema, and 
therapy with 0.15 mg/day of levothyroxine sodium was insti- 
tuted. 

In April 1977, three months later, the patient returned for a 





Telangiectases of fingertips of patient with myxedema. 


Blue Fingertips—Crotty & Dickeh 


Typical blistering lesions of pemphigus foliaceus involving anteri- 
or part of trunk. 


On Sept 29, 1979, the patient underwent percutaneous needle 
aspiration of a lung nodule. Because of her persistent confusion, 
computed tomography of the head was done that showed bilateral 
temporal lobe atrophy. A lumbar puncture was also done on Sept 
28, 1979. Staphylococcus aureus grew from the cultures of the lung 
aspirate and the CSF. Cultures for anaerobes, acid-fast bacilli, and 
fungi yielded no growth. On the basis of the culture reports, only 
intravenous nafcillin sodium therapy (2 g every four hours) was 
continued. In view of the severity of the infection, cyclophospha- 
mide therapy was discontinued on Oct 3, 1979, and the dosage of 
prednisone was decreased to 30 mg/day. However, the patient 
continued her progressive downhill course. She became increasing- 
ly confused, and, on Oct 9, 1979, evidence of renal failure secondary 
to acute tubular necrosis developed. Because of this, antibiotic 
therapy was changed from nafcillin to vancomycin hydrochloride 
on Oct 10, 1979. On Oct 13, 1979, cardiac arrest occurred. After 
successful resuscitation, the patient was transferred to the medi- 
cal intensive care unit. A dopamine drop was given for mainte- 
nance of blood pressure. On Oct 14, 1979, the patient again 
experienced cardiac arrest, presumably from shock induced by 
sepsis. Attempts at resuscitation were unsuccessful. The request 
for a postmortem examination was refused by the patient's 
family. 


COMMENT 


Penicillamine (B, 8-dimethylcysteine) is a degradation 
product of penicillin and is prepared by hydrolyzing peni- 
cillin. Only the D isomer is recommended for clinical use. 
The drug has been used therapeutically in the management 
of Wilson's disease, cystinuria, lead poisoning, rheumatoid 
arthritis, and selected connective tissue diseases. Reported 
cutaneous side effects have included morbilliform and 


Arch Dermatol—Vol 117, March 1981 





ro Pme " 


urticarial eruptions, a lupus-like syndrome, bruising and 
scarring over pressure points, elastosis perforans serpigi- 
nosa, and pemphigus. 

As previously mentioned, the great majority of patients 
with penicillamine-induced pemphigus have pemphigus 
foliaceus. Most cases develop within six to 12 months after 
initiation of penicillamine therapy, although the time of 
onset has varied from two months’ to four years.’ In one 
case reported by Hewitt et al; the disease began several 
months after the withdrawal of penicillamine. Typically, 
the pemphigus is mild. Complete resolution may be seen 
within three to five weeks after withdrawal of the drug 
therapy.*^ Some authors have suggested that the severity 
of the disease is directly proportional to the dosage of 
penicillamine given.' However, as illustrated by this case, 
penicillamine-induced pemphigus may pursue a much more 
aggressive course and the physician should be alert to this 
possibility. Uncommonly, pemphigus may persist for one to 
two years after discontinuation of the therapy and require 
high-dose steroids plus immunosuppressive drugs for con- 
trol of the disease.’ In the only other fatal case reported in 
the literature, death was associated with a disseminated 
Aspergillus fumigatus infection. 

Immunofluorescence microscopy testing in our case, as 
in other reported cases,***-'! showed deposition of immuno- 
globulin in the intercellular substance of the epidermis. 
Other authors have also reported the presence of circulat- 
ing pemphigus antibodies.'?7^^' However, on examina- 
tion of our patient's serum, no circulating pemphigus 
antibodies were found on three occasions. 

The mechanism whereby penicillamine induces pemphi- 
gus remains obscure. At the present time, however, there 
are two principal theories. The first proposes that penicil- 
lamine may unmask a latent tendency to develop pemphi- 
gus.'' The second suggests that natural epidermal surface 
proteins are transformed to antigenic structures by the 
drug," which may bind to epidermal proteins and act as a 
hapten. Which of these theories, if either, proves to be 
correct remains to be determined. 


Nonproprietary Names and Trademarks of Drugs 


Ibuprofen—Motrin. 

Penicillamine—Cuprimine, Depen. 

Tobramycin sulfate—Nebcin. 

Vancomycin hydrochloride—Vancocin Hydrochloride. 
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Penicillamine-Induced Pemphigus Foliaceus 


A Fatal Outcome 


Richard M. Matkaluk, MD, Philip L. Bailin, MD 


e Penicillamine-induced pemphigus is an uncommon but well- 
recognized phenomenon. It has been generally believed to be a 
benign disease responding to withdrawal of the drug or to 
treatment with a short course of oral steroids. In the hope that it 
will increase awareness of the potential severity of this disease, 
we report herein a case of penicillamine-induced pemphigus 
foliaceus with fatal termination. 

(Arch Dermatol 1981;117:156-157) 


Be pemphigus vulgaris was first 
reported in 1969 by Degos et al.' Since that time, 
approximately 30 cases of penicillamine-induced pemphi- 
gus have appeared in the literature and the vast majority 
of these cases have been of the pemphigus foliaceus type.* 
This disease has been generally thought to have a good 
prognosis. To our knowledge, there has been only one 
previously reported case of penicillamine-induced pemphi- 
gus ending fatally.’ 

This report describes a case of penicillamine-associated 
pemphigus foliaceus that was resistant to therapy and 
terminated with a fatal outcome. 


REPORT OF A CASE 


A 60-year-old woman, with a four-year history of rheumatoid 
arthritis, was referred to the Cleveland Clinic Foundation on Sept 
10, 1979, with a diagnosis of penicillamine-induced pemphigus 
foliaceus. The patient also had a history of medically managed 
peptic ulcer disease and adult-onset diabetes mellitus that was 
controlled with diet alone. 

Past treatment of the patient’s rheumatoid arthritis had 
included aspirin, ibuprofen, prednisone, chloroquine phosphate, 
and a one-year course of parenteral gold. Because the response to 
therapy was unsatisfactory, penicillamine treatment was given 
during a six-month period. Use of the drug was discontinued in 
March 1979, when a disseminated eruption developed. A biopsy 
specimen of a skin lesion revealed the histologic changes of 
pemphigus foliaceus. 

At this time, low-dose prednisone therapy was begun. The 
patient’s eruption remained under good control until August 1979, 
when the patient underwent a severe exacerbation. The predni- 
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sone dosage was increased briefly to 60 mg/day and then to 120 
mg/day. This led to only transient improvement. Within two 
weeks, more extensive blistering of the skin had developed. On 
Sept 7, 1979, the dosage of prednisone was further increased to 220 
mg/day. 

The patient was transferred to the Cleveland Clinie Foundation 
on Sept 10, 1979. Results of a physical examination at that time 
were unremarkable with the exception of the skin and the 
musculoskeletal system. Examination of the skin showed numer- 
ous flaccid bullae and large denuded areas with superficial scaling 
and brownish crusts. About 40% of the body surface area was 
estimated to be involved and this was confined largely to the area 
above the waist (Figure). Examination of the musculoskeletal 
system showed synovial thickening of the wrists and knees 
bilaterally. 

Laboratory data included a normal 18-factor automated chemi- 
eal analysis, a hemoglobin level of 15.8 g/dL, a WBC count of 
14,800/eu mm with a left shift, an ESR of 14 mm/hr, normal 
urinalysis test results, a nonreactive rapid plasma reagent test 
result, a negative lupus erythematosus cell preparation, an anti- 
nuclear factor of 1/320, a negative anti-DNA test result, and a 
positive latex fixation test result. A chest roentgenogram on 
admission showed no active disease. Roentgenograms of the hands 
and feet showed erosive changes suggestive of rheumatoid dis- 
ease. Microscopic examination of a skin biopsy specimen at the 
time of admission showed a superficial intraepidermal vesicle with 
acantholytic cells and a scattered polymorphonuclear cell infiltrate 
in the same area. Immunofluorescence microscopy studies on the 
skin biopsy specimen showed a deposition (2+) of IgG in the 
intercellular substance of the epidermis. On three occasions, the 
patient's serum showed no circulating pemphigus antibodies. 

Treatment of the patient was initially continued with 220 
mg/day of prednisone plus topical care with whirlpool baths and 
1% povidone-iodine solution. However, additional blisters contin- 
ued to develop, and on Sept 13, 1979, the dosage of prednisone was 
increased to 150 mg twice a day. On Sept 18, 1979, cyclophospha- 
mide was added at a dosage of 100 mg/day. Only a few new skin 
lesions developed on this treatment regimen, but there was an 
exacerbation of erosive lesions in the mouth. 

On Sept 28, 1979, the patient's mental status changed acutely. 
There were no localizing neurologic findings. An arterial blood gas 
analysis indicated hypoxia (Po,, 61 mm Hg). A chest roentgeno- 
gram demonstrated two spherical densities, one in the lower part 
of the right lung field and the second near the left costophrenic 
angle. A lung sean showed multiple bilateral defects. The possibil- 
ity of septic emboli was entertained. Broad-spectrum antibiotic 
coverage was started with tobramycin sulfate and high-dose 
nafcillin sodium. 
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stool a day by the tenth hospital day. 

The patient’s clinical course was complicated by pancreatitis on 
the fifth hospital day. Soybean oil emulsion and IV hydrocortisone 
therapy was discontinued and her symptoms of pancreatitis 
gradually subsided. Central hyperalimentation was substituted. 
The C difficile toxin titer determination obtained 21 days after 
therapy “was begun was negative. Blood and urine samples for 
clindamycin content were not obtained. 

The patient was discharged, asymptomatic, one month after 
admission. A sigmoidoscopy six weeks after discharge was normal 
to 25 cm. The patient remained asymptomatic, without therapy, 
three months later. 


COMMENT 


Antibiotic-associated pseudomembranous colitis results 
from intestinal overgrowth by a toxin-producing C diffi- 
cile.'* Stool specimens from such patients are cytotoxic in 
tissue culture and cause enterocolitis when injected intra- 
cecally into hamsters. Both effects are neutralized by 
pretreatment with C sordellii antitoxin; C sordellii anti- 
toxin eross-reacts with C difficile toxin. Colitis has also 
been induced in hamsters by topical application of clinda- 
mycin.” Antibiotic-associated pseudomembranous colitis is 
not related to dose or duration of therapy." Symptoms 
have appeared as early as a few days after initiation of 
therapy. 

The presence of C difficile in the intestinal tract is not 
necessarily indicative of pseudomembranous colitis or oth- 
er clinical disease. The organism has been detected in the 
gastrointestinal (GI) tracts of 3% of 137 normal adults, in 
7/11 asymptomatic adults receiving cefoxitin or cephalos- 
porin therapy, and in patients with nonspecific antimicro- 
bial-related diarrhea and no evidence of pseudomembra- 
nous colitis.'? 

Clostridiwm difficile must proliferate and release toxin 
to cause disease; C difficile toxin has been detected in stool 
specimens from patients with antibiotic-associated non- 
specific colitis or diarrhea, as well as pseudomembranous 
colitis." 

Vancomycin prevents overgrowth of toxin-producing C 
difficile in hamsters and protects these animals from 
clindamycin-associated colitis.* It has been used success- 
fully to treat humans with this condition,^ although 
relapses have been reported.'* Cholestyramine resin binds 
the toxin and has also been used effectively in some 
patients." 


No detectable blood levels were found up to nine hours 
after topical application of 1% hydroalcoholie solution of 
clindamycin in 18 patients with acne vulgaris. Traces of 
the antibiotic have been detected in the urine of 5/10 
subjects so treated (W. S. Barry, MD, Upjohn, oral commu- 
nication, November 1979). It has been estimated that a 
maximum of 10% of topically applied 1% clindamycin is 
absorbed, or an average of 2 mg/day from a patient’s face, 
or up to 20 mg/day if also applied to the chest and back. It 
is possible that local increased blood flow through our 
patient's nevus flammeus or the irritant effects of benzoyl 
peroxide may have potentiated the percutaneous absorp- 
tion of clindamycin, but it is doubtful that total clindamy- 
cin absorption would be greatly affected. 

Although blood and urine clindamycirí levels were not 
obtained, this patient's previous good health and lack of 
intestinal symptoms, the absence of any other systemic 
medications and the temporal relationship between her use 
of topical clindamycin and the onset of symptoms strongly 
suggest that her pseudomembranous colitis was causally 
related to clindamycin. The prospective study of antibiotic- 
associated pseudomembranous colitis has stressed a corre- 
lation between early diagnosis and prompt recovery.? The 
duration of this patient’s illness was probably related to 
the delay in the association made between her acne 
therapy and her GI tract symptoms. 

Topical clindamycin is safe and apparently effective 
therapy for some forms of aene vulgaris in many patients. 
Pseudomembranous colitis can be fatal, however, if not 
recognized and appropriately treated. All patients receiv- 
ing topical clindamycin should be warned to discontinue 
therapy and consult their physicians if intestinal symp- 
toms occur. 


Te Wen Chang, MD, Tufts-New England Medical Center, Boston, 
determined the Clostridium difficile toxin titers. 


Nonproprietary Names and Trademarks of Drugs 


Ampicillin—A cillin. 

Clindamycin hydrochloride— Cleocin. 

Gentamicin sulfate—Garamycin, Genoptic. 
Lincomycin hydrochloride—Lincocin. 

Vancomycin hydrochloride—Vancocin Hydrochloride. 
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Pseudomembranous Colitis 


After Topical Application of Clindamycin 


Ellen B. Milstone, MD; Alison J. McDonald, MD; Charles F. Scholhamer, Jr, MD 


e Abdominal cramping and diarrhea developed in a 24-year- 
old woman with facial acne vulgaris five days after she started 
topical therapy with 1% clindamycin hydrochloride. A stool 
specimen contained a significant titer of a toxin produced by 
Clostridium difficile. Findings from sigmoidoscopy and a colonic 
biopsy specimen were consistent with pseudomembranous coli- 
tis. The patient became asymptomatic after ten days of suppor- 
tive care and oral vancomycin hydrochloride therapy. This case 
is presented as an example of pseudomembranous colitis asso- 
ciated with topical application of clindamycin. 

(Arch Dermatol 1981;117:154-155) 


7. alee puts pseudomembranous colitis has been 
reported after systemic therapy with clindamycin 
hydrochloride as well as with other antibiotics, including 
ampicillin, erythromycin ethylsuccinate, tetracycline hy- 
drochloride, and cephalosporins.'* Topical antibiotics are 
widely used for the treatment of acne vulgaris. A recent 
survey indicated that topical clindamycin, erythromycin, 
tetracycline, and lincomycin hydrochloride are considered 
efficacious and without significant systemic side effects. 
Only tetracycline has been approved by the Food and Drug 
Administration for topical use in acne. Topical clindamycin 
has been used by at least 600,000 people; rare cases of 
associated diarrhea have been reported.** 

We report here a case of pseudomembranous colitis after 
topical clindamycin therapy. 


REPORT OF A CASE 


A 24-year-old woman, with acne vulgaris and a nevus flammeus 
on the right side of her face, was seen in October 1979. She had 
previously received intermittent oral tetracycline therapy for her 
acne but had never used topical antibiotics. Her medical 
history was unremarkable except for an episode of acute thyroid- 
itis in May 1978. She was taking no medications, had used none in 
the recent past, had no history of intestinal symptoms, and had not 
traveled recently to a different geographical area. Physical exam- 
ination revealed nonscarring, papulopustular acne on her chin, left 
cheek, and forehead. There were no acneiform lesions overlying 
the nevus flammeus, which was present in a distribution corre- 
sponding to the first and second branches of the trigeminal nerve 
on the right side of her face. 
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The patient was instructed to apply 1% clindamycin solution (the 
contents of four 150-mg clindamycin hydrochloride capsules dis- 
solved in 43 mL of 70% isopropyl alcohol, 3 mL of propylene glycol, 
and enough distilled water to make 60 mL) with a cotton ball every 
morning and 5% benzoyl peroxide every evening to the involved 
areas only. Instead, she applied each medication in sequence twice 
a day to her entire face. Five days after initiating therapy, 
abdominal cramps and diarrhea developed, which were thought to 
represent flu-like symptoms. During the next 13 days, her symp- 
toms progressed until, on the day before hospitalization, she had 
cramping abdominal pain and up to ten mucus-containing, non- 
bloody stools daily, including nocturnal diarrhea. She denied fever 
or chills but had lost 2.25 kg during this time. She continued to 
apply her acne medications for one week after the onset of 
symptoms. 

On hospital admission, she appeared dehydrated, and had a 
temperature of 40 °C. Her abdomen was distended, and she had 
hypoactive bowel sounds and diffuse abdominal tenderness. Her 
liver and spleen were not enlarged. The rest of the examination’s 
findings were unremarkable. The hematocrit reading was 41%, the 
WBC count was 21,700/cu mm (10% band cells, 85% neutrophils, 1% 
lymphocytes, and 4% monocytes), and her ESR was 32 mm/hr. Her 
stool specimens were guaiac negative and no ova or parasites were 
found. The titer of Clostridium difficile toxin, from a stool 
specimen obtained on admission, was later reported as 1:200. 
Serum electrolyte and amylase levels, liver function test results, 
urinalysis results, and chest roentgenograms were all within 
normal limits. A plain film of the abdomen showed air in the colon, 
with narrowing of the bowel loop, edema of the haustral markings, 
and thickening of the bowel wall. The folds were thickened and 
blunted with multiple broad, rounded indentations ("scalloping" or 
"thumbprinting") seen along the contours of the bowel. A sigmoi- 
doscopy to 15 em showed an inflamed, erythematous mucosa with 
overlying exudative, yellow-white plaques. A colonic biopsy speci- 
men indicated multiple foci of acute inflammation with necrosis 
and fibrinoid debris in one area associated with a pseudomem- 
brane of fibrinoid material, mucus, and neutrophils. The findings 
were consistent with a diagnosis of pseudomembranous colitis. 

Because of her toxic appearance, the patient was treated with 60 
mg of intravenous (IV) gentamicin sulfate every eight hours and 
500 mg of IV chloramphenicol sodium succinate every six hours for 
possible infectious diarrhea, 100 mg of IV hydrocortisone sodium 
succinate every eight hours for possible inflammatory bowel 
disease, and 250 mg of oral vancomycin hydrochloride every six 
hours for possible pseudomembranous colitis. She became afebrile 
within 12 hours and was symptomatically improved. Peripheral 
parenteral nutrition with soybean oil emulsion (Intralipid) and 
amino acid synthetic solution (Freamine) was begun on the third 
hospital day. Blood, urine, and stool cultures obtained before 
therapy were negative; therefore, gentamicin and chlorampheni- 
col therapy was discontinued after three days. Vancomycin thera- 
py was continued for a total of ten days. The patient's diarrhea 
abated by the third hospital day and she was having one normal 
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- wound infections, particularly after open heart surgery*^ 
or augmentation mammoplasty with silicone implants"; 
and (3) endocarditis after porcine’* and nonporcine pros- 
thetic heart valve implants.’ 

This ubiquitous, saprophytic organism is difficult to 
isolate cempared to M fortuitum; however, it is also found 
in soil, water, and dust.?"?8 

Our patient was unique in that her eruption had per- 
sisted for more than two years rather than resolving 
spontaneously much earlier. Furthermore, bilateral rather 
than unilateral cutaneous involvement occurred without 
concomitant evidence of systemic infection. The sporotri- 
choid case of Greer et al? also had bilateral involvement 
without evidence of systemic disease. Both cases, however, 
had cardiovascular disease with associated pedal edema. 
Although it is conjectural, airborne dust or water contami- 
nation of this compromised tissue could possibly account 
for bilateral involvement. Similarly, it could aecount for the 
sporadic epidemics seen in surgical wound infections. Our 
patient's resistance to standard antituberculous medica- 
tions was not unexpected, nor was her response to minocy- 
cline therapy, which has been reported by Loria? and 
others to be effective in the treatment of infections, caused 
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by other species of atypical mycobacteria, particularly M 
marinum. To our knowlege, there is no evidence that 
cycloserine is an effective treatment agent for M chelonei 
infections. 

Whether our patient's concomitant long-term alternate- 
day corticosteroid therapy given for systemic effect con- 
tributed to her contraction of the infection, or its thera- 





peutic resistance, is unknown. 


Evaluation of sensitivity studies to antimicrobial agents 
such as minocycline, erythromycin, cephaloridine, ethion- 4 
amide, viomycin, kanamycin, amikacin, and other broad- ? 
spectrum antibioties, may be of greater benefit than 
similar studies of standard antituberculous medications 
before a therapeutic regimen is initiated for patients with 
M chelonei infections. 





Nonproprietary Names and Trademarks of Drugs 


Cephaloridine—Loridine. 
Cycloserine—Seromycin. 1 
Doxyeycline—Vibramycin. | 
Ethambutol hydrochloride—Myambutol. l 
Ethionamide—Trecator-SC. 
Rifampin—Rifadin. 
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Fig 1.—Bilateral cutaneous ulcerations, 
inflammation, and small abscesses of low- 
er parts of legs with scar formation from 
prior healed lesions. 


formation. 


mg of nitroglycerin sublingually as often as necessary, and 2% 
nitroglycerin ointment (approximately 2.5 cm of ointment) applied 
topically four times a day. The patient also had had chronic 
diarrhea and malabsorption of unknown cause managed with 4 g 
of oral cholestyramine resin three times a day and 2.5 mg of 
lomotil (a mixture of diphenoxylate hydrochloride and atropine 
sulfate) four times a day. Additionally, she had had iatrogenic 
Cushing’s syndrome caused by 12 years of oral betamethasone 
therapy for chronic urticaria and angioedema. During the past 
several years, however, control had been attained with 0.6 mg of 
oral betamethasone taken every other day. History also indicated 
that the patient had had iron deficiency anemia (treated with 
various supplemental oral iron preparations), diabetes mellitus 
(managed subcutaneously with 24 units per day of isophane insulin 
suspension), hypothyroidism (treated with 0.13 g of supplemental 
thyroid extract), and chronic anxiety. 

Except for the skin findings and pedal edema, results of the 
physical examination were normal for the patient's age despite 
her multiple medical disorders. She was afebrile and had no 
lymphadenopathy. Cutaneous examination showed multiple 
abscesses and ulcerations on the lower parts of the legs superim- 
posed on scarred, indurated, inflamed skin changes (Fig 1 through 
3). 
Findings from the following laboratory studies were normal: 
complete blood cell count with differential cell count, platelet 
count, ESR (Westergren), 12-factor automated chemical analysis, 
blood glucose level, microscopic urinalysis and glucose assay, 
roentgenograms of chest and legs, and urine and blood cultures for 
M chelonei. In March 1979, the PPD (5 TU) test was negative. The 
patient would not consent to further laboratory evaluation of her 
immunologic status. 

A cutaneous biopsy specimen from an indurated area of the left 
leg showed epidermal spongiosis and acute and chronie dermal and 
subcutaneous inflammation with neovascularization and hemor- 
rhage. No true granuloma formation or caseation necrosis was 
seen. Acid-fast stains indicated sparse numbers of organisms 
compatible with mycobacterium. 

Culture of biopsy material indicated M chelonei. The bacterium 
was identified by the following characteristies: rapid growth on 
Lówenstein-Jensen culture medium at room temperature; nonpig- 
ment-producing colony; positivity for catalase, arylsulfatase, and 
urease production; growth in 5% sodium chloride; and negative 
niacin production, polysorbate 80 hydrolysis, iron uptake, and 
nitrate reduction. 

Drug susceptibility studies corroborated the clinical findings 
with resistance to standard concentrations of aminosalicylic acid, 
streptomycin sulfate, isoniazid, ethambutol, and rifampin. 

Repeated efforts to discontinue the patient's corticosteroid 
therapy in the past had resulted in serious, potentially life- 
threatening angioedema. Consequently, maintenance therapy 
with 0.6 mg of oral dexamethasone on alternate days was required 
throughout the duration of the patient's infection. 

Although sensitivities to oral minocycline were not performed, a 
therapeutic trial of it was initiated with a dosage of 100 mg twice a 
day and dextranomer powder applied topically to the ulcerations. 
Notable healing of ulcerations and decreased inflammation were 
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Fig 2.—Right leg showing inflammation 
and scarring with small areas of abscess 





Fig 3.—Posterior aspect of lower part of 
left leg showing inflammation and early 
abscess formation. 


noted on follow-up evaluation in eight weeks. Discontinuation of 
therapy six months later was followed by marked recrudescence 
with ulcerations in one week. Reinstitution of minocycline therapy 
was required. Cycloserine, a broad-spectrum antibiotic and anti- 
tubereulous agent, was added to the regimen by another physician. 
Eleven months later, substantial remission (but not eradication of 
the infection) had been achieved with this therapeutic regimen. 


COMMENT 


Mycobacterium chelonei, according to Runyon's classifi- 
cation, is a group IV atypical mycobacterium that forms 
nonpigmented, rapidly growing (25 to 40 °C) colonies on 
Lówenstein-Jensen medium. Other group IV organisms 
include M smegmatis, M vacal, M phlei, and M fortuitum’; 
however, only M fortuitum and M chelonei are known 
human pathogens.: For many years these two pathogens 
were classified together as the "M fortuitum-chelonei 
complex," both capable of producing cutaneous and extra- 
cutaneous disease. Recently, it was agreed that M chelonei 
was a legitimate species name for a bacteriologically 
unique organism formerly called "M runyonii, M fried- 
manni, M borstelense, or M abscessus." ^ * 

Bacteriologically, both organisms are arylsulfatase- 
positive; however, M fortuitum’s ability to produce nitrate 
reductase is the major differentiating characteristic." 
Mycobacterium chelonei is unable to produce this enzyme 
and, also, unlike M fortuitum, will usually not grow at 42 
?C.'* Two geographical subspecies of M chelonet have been 
identified. The abscessus subspecies found in the Americas 
and Africa will grow on 5% sodium chloride, whereas the 
European subspecies M chelonei will not.' 

The cutaneous histologic changes found in infected sites 
are often nonspecific, and special stains are necessary to 
identify the organism. 

Most strains of the M fortuitum-chelonei complex are 
resistant to antituberculous and other antimicrobial 
agents.'^ Recent studies have shown variable susceptibility 
to therapeutically safe levels of ethionamide, viomycin, 
kanamycin, and capreomycin”’ cephaloridine*’ and eryth- 
romycin™ have been effective in vitro and a recent case of 
successful treatment with the combination therapy of 
erythromycin and streptomycin has been reported.** Ami- 
kacin was found effective in vitro’; however, another 
study found all of the 12 strains tested resistant to 
gentamicin, tobramycin, and amikacin.” 

Clinically, both pathogens usually cause self-limited, 
soft-tissue, or cutaneous infections with sporadic involve- 
ment of other organs such as the heart, lungs, or bone.'* 
Features more typical of M chelonei infections include the 
following: (1) cutaneous abscesses with greater propensity 
for ulcer formation‘; (2) nosocomial postoperative surgical 
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Resistant Cutaneous Infection Caused 


by Mycobacterium cheloner 


Neil A. Fenske, MD, John L. Millns, MD 


è induration of the lower parts of the legs with abscess and 
ulcer formation occurred in a 60-year-old woman. Mycobacter- 
ium chelonei, a ubiquitous, saprophytic pathogen that uncom- 
monly causes human disease, was cultured from biopsy materi- 
al. Although spontaneous healing usually occurs in a few months 
with such infections, our patient’s disease persisted for more 
than two years until control was achieved with minocycline 
hydrochloride. 

(Arch Dermatol 1981;117:151-153) 


ycobacterium chelonei is a Runyon’s group IV rapidly 

growing atypical mycobacterium of the M fortui- 
twm-chelonei complex. Nonsurgically related cutaneous 
infections from this ubiquitous saprophytic mycobacteri- 
um are rare?’ and usually consist of abscesses that may 
eventuate in ulcerations.* A nosocomial epidemic of postop- 
erative surgical wound infections from this organism has 
been reported after open heart surgery at various medical 
centers with several related deaths.** Mycobacterium chel- 
onei endocarditis after nonporcine prosthetic heart valve 
implantation has been reported.’* Remnants of porcine 
prosthetic valves have also grown this mycobacterium’ and 
eventual infection has occurred in a few patients." More 
recently, periprosthetic postoperative wound infections 
after augmentation mammoplasty with silicone implants 
have been reported from various institutions.'"'? Several 
manufacturers produced the prostheses and the source of 
* contamination could not be identified. Pulmonary" and 
disseminated infections involving other sites have also 
been reported.'* Most strains of the organism are resistant 
to the various antituberculous and broad-spectrum anti- 
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microbial medications used, but cutaneous infections usual- 
ly heal spontaneously in a few months. 

We report herein a case of prolonged, therapeutically 
resistant M chelonei infection in an unusual bilateral 
distribution and review the laboratory and clinical charac- 
teristies of this unique atypical mycobacterium. 


REPORT OF A CASE 


A 60-year-old woman had cutaneous ulcerations of the lower 
part of the left leg in November 1977, with subsequent involve- 
ment of the lower part of the right leg a few weeks later. 
Uleerations occurred after the breakdown of fluctuant nodules 
superimposed on deeply indurated, inflamed skin. There was no 
fever or constitutional symptoms. The patient’s physician admin- 
istered two seven-day courses of antibiotics consisting of 250 mg 
of oral cephalexin taken four times a day and 100 mg of oral 
doxycycline taken twice a day, respectively, which were ineffec- 
tive. Concomitant topical therapy, with 2% silver nitrate com- 
presses twice a day for eight weeks, was also without substantial 
benefit and “irritated the ulcerations.” 

Evaluation at another medical center in February 1978 included 
a culture of biopsy material from the left leg, revealing infection 
caused by an atypical mycobacterium of the "M fortuitum-cheloner 
complex." The patient began receiving 800 mg/day of oral etham- 
butol hydrochloride plus 300 mg/day of oral isoniazid. Subjective- 
ly, this regimen "improved" the condition, yet new abscesses and 
ulcerations continued to form. Six months later, the patient began 
receiving 6 g/day of oral aminosalicylie acid. This therapy was 
discontinued four weeks later because of poor response and 
undesirable side effects. Oral rifampin (600 mg/day) was then 
given for several months without clinical benefit and was discon- 
tinued because of related gastrointestinal tract complaints. Topi- 
cal dextranomer powder debridement was slightly beneficial. 

In March 1979, the patient was referred to us for further 
evaluation and treatment. 

The patient denied any history of antecedent trauma to her legs 
and aquatic exposure other than bathing. Medical history included 
long-standing hypertension and coronary artery disease with 
related congestive heart failure and pedal edema. Therapy of her 
cardiovascular disorders consisted of a low-sodium diet and taking 
of 0.25 mg/day of oral digoxin, 40 mg/day of oral furosemide, 0.4 
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Fig 1.—Sheets of epithelioid melanoma cells (hematoxylin-eosin 
[HE], original magnification Xx 100). Inset, nuclear atypia and 
prominent nucleoli (HE x 600). 


findings from a chest roentgenogram, complete blood cell 
count, and 12-factor automated chemical analysis and had 
no clinical evidence of recurrent disease. 


COMMENT 


The expected annual incidence of melanoma in patients 
who have psoriasis in the United States can be calculated 
from the product of the probability of a person having 
psoriasis (1.5% prevalence) and the probability of a person 
acquiring melanoma (4.2 per 100,000 annual incidence).* 
The resultant expected annual incidence of 6.3 per 10 
million people means that, in the United States, with a 
population of 218 million,’ 137 cases of melanoma would be 
expected to develop in patients with psoriasis each year. 
The single reported case of melanoma in psoriasis in the 
United States’ does not reflect the expected incidence. The 
scarcity of reports may simply indicate that physicians 
have seen no reason to report an association between 
psoriasis and melanoma. On the other hand, Jacobs et al* 
have suggested that there may be a lower incidence of 
eutaneous malignant neoplasms in patients with psoria- 
sis. 

In both previously reported cases'? of melanoma in 
psoriasis, the therapy that the patients received for their 
psoriasis was thought to have possibly contributed to the 
development of melanoma. Grobe' described a patient with 
psoriasis in whom superficial spreading melanoma arose 15 
years after the patient had been treated with oral arsenic 
medication. Durkin et al* reported melanoma in a patient 
who had been extensively treated with tar and UV energy 
for 20 years. Our patient received no arsenical therapy and, 
because of intolerance to both UV light and multiple tar 
preparations, received relatively small amounts of these 
modalities. She did, however, receive a substantial amount 
of radiation therapy to the site where melanoma subse- 
quently developed. The dose (1,800 rads, 1.3 mm Al HVL) 
exceeded the currently recommended’? maximum cumula- 
tive lifetime dosage for psoriasis (1,000 rads, 0.2 to 0.3 mm 
Al HVL). Kopf et al" have reported a case in which the 
progression of a lentigo maligna to metastatic melanoma 
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Fig 2.—Pigmented area 1 cm from tumor nodule with regular 
psoriasiform hyperplasia and increased numbers of atypical 


melanocytes along stratum basale epidermis (hematoxylin-eosin, 
original magnification x 200). 





may have been augmented by Miescher radiation of the 
lentigo maligna. We have no way of knowing how long our 
patient’s lentigo maligna may have been present but was 
masked by her psoriasis. Lentigo maligna is often present 
for as long as 20 years before diagnosis of melanoma but is 
not commonly found on the leg.’ 

The question raised by this case, and the two previous 
reports of melanoma in psoriasis, is whether common 
treatments of psoriasis may induce melanoma. Unfortu- 
nately, there are inadequate data to answer the question. 
Since we do not know whether patients with psoriasis have 
the same incidence of cutaneous malignant neoplasms as 
normal subjects, ideally the incidence of melanoma in 
treated vs untreated patients with psoriasis should be 
compared. This comparison may not be possible on a 
statistically meaningful basis, because untreated patients 
with psoriasis are seldom encountered. We do, however, 
encourage the reporting of melanoma in psoriasis to 
determine whether this is a rare, or simply a rarely 
reported, association of the two disorders. 
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Lentigo Maligna Melanoma 


in a Treated Psoriatic Plaque 
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® Lentigo maligna melanoma developed in a patient with a 
41-year history of psoriasis. The patient had received substantial 
radiation therapy and limited tar and ultraviolet energy therapy to 
the site at which melanoma developed. We raise the question of 
whether the carcinogenic modalities used to treat the patient 
may have influenced the development of melanoma. 

(Arch Dermatol 1981;117:149-150) 


MS has been reported only rarely in patients 
with psoriasis. Superficial spreading melanoma 
developed in an arsenic-treated patient, and melanoma of 
unspecified type developed in a patient treated extensively 
with coal tar and ultraviolet (UV) energy. The present 
case is, to our knowledge, the first report of lentigo 
maligna melanoma in a patient with psoriasis. This case is 
also the first reported association of melanoma with 
psoriasis treated with radiation. 


REPORT OF A CASE 


A 57-year-old woman was admitted to the Stanford (Calif) 
Dermatology Service in January 1977 with a 41-year history of 
psoriasis. Her scalp-limited plaques had become generalized in 
1944 during her first pregnancy. In 1949, the patient received 100 
rads of irradiation to her right knee on eight occasions within two 
months (85 kV; 1.3-mm aluminum half-value layer [HVL]; 7 mamp; 
30-em target skin distance [TSD]; 60 rads/min air; 100 s with 
cone). In 1951, she received 100 rads to the same area on four 
occasions within one month (85 kV; 1.3-mm HVL; 7 mamp; 25-cm 
TSD; 80 rads/min air; 75 s with lead blocks). In 1953, she received a 
final six treatments of 100 rads per treatment within two months 
(85 kV; 1.3-mm HVL; 7 mamp; 25-em TSD; 80 rads/min air; 75 s 
with lead blocks). Her psoriasis temporarily cleared after each of 
the three series of radiation treatments. In 1968, she received 
fewer than ten UV energy treatments, which caused burns. She 
was then placed on a regimen of oral steroids. In 1970, she was 
hospitalized and received 17 UV light treatments, some with a 
Zimmerman-type UV light cabinet and some with a hot quartz 
alpine lamp at a distance of 75 em from the skin surface. She was 
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found to be easily burned by UV light, which was discontinued, 
and to be intolerant to several topical tar preparations (396 
ichthammol, 2% coal tar solution [liquor carbonis detergens], and 
0.1% anthralin). She tolerated topical 10% coal tar solution to her 
scalp only and topical steroids to other plaques. In 1971, she was 
again hospitalized and was treated with topical 10% coal tar 
solution and steroids to the scalp and skin plaques. From 1972 to 
1976, the patient received only topical and intralesional steroids. 
In 1976, a severe reaction to a trial of topical tar gel necessitated 
oral steroid therapy. Four years before hospitalization, the patient 
had noted the appearance of a brown patch on her right knee. A 
central dark area had been present within this patch for the past 
year. 

At presentation, the patient was noted to have thick, erythema- 
tous, scaling plaques on her scalp, trunk, and extremities, most 
notable on her elbows and knees. A brown area with a dark-brown 
central papule was noted within the psoriatic plaque on her right 
knee. The papule was excised. 


HISTOPATHOLOGIC FINDINGS 


Histopathologic examination disclosed a tumor with a 
necrotic surface devoid of epidermis centrally. Large 
masses of cells in melanin-rich and melanin-poor lobules 
(Fig 1) were found in the dermis, from the surface to the 
base of the specimen. The tumor cells were preponderantly 
epithelioid (Fig 1, inset), although spindle cell masses were 
encountered. Tumor cell nuclei were moderately irregular 
in shape and size, with prominent nucleoli, occasional 
bizarre forms, and a moderate number of mitotic figures. 
There was a mild lymphocytoid infiltrate around some 
tumor masses. 

Subsequent wide excision demonstrated adjacent epider- 
mis with regular psoriasiform hyperplasia (Fig 2). Numer- 
ous atypical melanocytes were found singly and in small 
clusters along the stratum basale epidermis, without upper 
epidermal invasion, for 1 to 3 em in all directions from the 
tumor nodule (Fig 2). The tumor was diagnosed as lentigo 
maligna melanoma arising in a Hutchinson's freckle and 
extending to a depth of at least 2.7 mm. 

Chest and abdominal roentgenograms, lymphangio- 
gram, liver-spleen scan, and brain scan showed no evidence 
of metastasis. The patient's skin and subcutaneous tissue 
were excised to the underlying fascia for 5 cm in all 
directions from the melanoma. The patient was last exam- 
ined in our clinic in April 1978. At that time she had normal 
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Fig 3.—Biopsy specimen showing moderately heavy infiltrate of 
mononuclear cells and eosinophils around dermal vessels (hema- 
toxylin-eosin, x 66). 


The patient is now 2 years old and the lesions have not recurred. 
He is well and developing normally. 


COMMENT 


An urticarial annular erythema began in the patient 
described here at 3 months of age and resolved without a 
trace at the age of 11 months. The eruption began as 
erythematous papules that enlarged centrifugally to form 
rings, arcs, and polycyclic configurations. Individual 
lesions vanished in 36 to 48 hours without residual scale or 
hyperpigmentation. There was no family history of a 
similar eruption, and the infant was otherwise healthy. 
Histologically, a moderately heavy perivascular infiltrate 
of lymphocytes and eosinophils was present. 

The clinical appearance, course, and histologic character- 
istics of this infant’s eruption do not fit well into those of 
the annular erythemas described. We suggest the descrip- 
tive term “annular erythema of infancy” for the dermatitis 
seen in this patient. 


ANNULAR ERYTHEMA OF INFANCY 
VS ERYTHEMA ANNULARE CENTRIFUGUM 


Erythema annulare centrifugum usually begins in mid- 
dle age and follows a chronic course of two years or longer. 
Individual lesions persist for days to months and may scale 
or vesiculate. The occurrence of this disorder occasionally 
accompanies an underlying neoplasm or infection. Histo- 
logically, there is a dense perivascular cuff of lymphocytes. 
The individual lesions of annular erythema of infancy in 
the case reported herein lasted only 36 to 48 hours without 
vesiculation or residual desquamation. There was no evi- 
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dence of neoplasm or infection. Histologically, there was a 
moderate perivascular infiltrate of lymphocytes and eosi- 
nophils. 


ANNULAR ERYTHEMA OF INFANCY 
VS FAMILIAL ANNULAR ERYTHEMA 


Familial annular erythema usually begins early in life 
and may accompany congenital malformations. The ringed 
lesions of familial annular erythema have an inner scaly 
collarette, last several days, and leave a temporary brown 
pigmentation. This patient’s lesions were more transient, 
showed no scale or residual pigmentation, and occurred 
without a family history or associated abnormalities. 


ANNULAR ERYTHEMA OF INFANCY 
VS ERYTHEMA GYRATUM ATROPHICANS 


Erythema gyratum atrophicans occurs in newborns. The 
lesions begin as annular erythematous patches that become 
atrophic over several weeks. The histopathology of erythema 
gyratum atrophicans shows epidermal atrophy and a mono- 
nuclear cell infiltrate in the dermis. The lesions of annular 
erythema of infancy reported herein were transient and 
showed no atrophy either clinically or histologically. 


ANNULAR ERYTHEMA OF INFANCY 
VS URTICARIA 


Some observers may prefer to call our patient’s eruption 
"annular urticaria.’*' However, both the uniform evolution 
of every individual lesion from small papule to discrete arc 
and the predictable time course of 36 to 48 hours for every 
lesion are unlike ordinary urticaria. Urticaria usually 


appears and evolves rapidly as large, irregular, and con- | 


fluent plaques that wax and wane over a variable time 
course. Furthermore, the histopathology in this case 
showed a substantially more dense perivascular inflamma- 
tory infiltrate than is seen in urticaria. 


ANNULAR ERYTHEMA OF INFANCY VS 
ERYTHEMA MULTIFORME 


Erythema multiforme may occur in newborns. The 
lesions are usually multiform with target lesions, urticarial 
plaques, and occasionally bullae.** The predictable evolu- 
tion and uniform appearance of the lesions of annular 
erythema of infancy are uncharacteristic of erythema 
multiforme. A biopsy specimen of erythema multiforme 
typically shows an epidermal component, whereas the 
epidermis in our patient was histologically normal. 


ANNULAR ERYTHEMA OF INFANCY 
VS ERYTHEMA CHRONICUM MIGRANS 


Erythema chronicum migrans has been reported in 
children. There is often a history of an arthropod bite and a 
resulting central punctum. Lesions evolve over several 
weeks to months and are rarely multiple. Our patient’s 
lesions were multiple and more transient. No history of 
arthropod bites was given and no central puncta were 
found. Although histologically similar to erythema chroni- 
cum migrans, annular erythema of infancy is distinct 
clinically. 

Erythema chronicum migrans occurs most commonly in 
the United States in association with Lyme arthritis. The 
skin lesions typically last about three weeks and are 
followed by oligoarticular arthritis of the large joints. 
Neurologic, myocardial, and immunologic abnormali- 
ties may be seen. Our patient’s eruption was more tran- 
sient and he was otherwise in good health. 
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Fig 1.—Generalized eruption of erythematous annular and 
arcuate lesions. 


lymphadenopathy, neurologic abnormalities, myocardial 
conduction defects, and elevated serum IgM levels may be 
present. Unlike classic erythema chronicum migrans, the 
skin lesions of Lyme arthritis are multiple in 50% of the 
patients. Locations of outbreaks correlate with the distri- 
bution of Ixodes ticks. 

The lesions of erythema gyratum repens form persistent 
concentric, arcuate, or polycyclic arcades of urticarial 
lesions that simulate the grain in wood. They tend to be 
more scaly, more extensive, and more rapidly migrating 
than erythema annulare centrifugum.' The eruption may 
be accompanied by an underlying malignant neoplasm. 
Neoplasms of the breast, lung," stomach, bladder, and 
prostate? and of undetermined origin metastatic to the 
brain” have been described. 

We report a case of an annular erythema of infancy that 
we believe to be distinct from these other disorders. 


REPORT OF A CASE 


A 6-month-old boy had a three-month history of an intermittent, 
urticarial eruption. The patient was born after a normal pregnan- 
cy of twins, and, except for an episode of neonatal jaundice, 
enjoyed good health until 3 months of age, when a generalized, 
nonpruritic eruption developed. By history, individual lesions 
disappeared without a trace in 36 to 48 hours. There was no family 
history of a similar disorder. There was no history of arthropod 
bites, exposure to pets, recent travel, or use of prescription or 
over-the-counter medications. On examination, the vital signs 
were normal. On the skin there was an erythematous eruption 
sparing the palms and soles (Fig 1). Some papules appeared to 
have enlarged centrifugally into 2- to 3-em rings with urticarial 
borders (Fig 2). Adjacent rings had become confluent into polycyc- 
lie configurations, while solitary rings had broken into ares. No 
vesiculation, scaling, central punctum, or postinflammatory hyper- 
pigmentation were present. There was no lymphadenopathy, he- 
patosplenomegaly, arthritis, or other abnormality. 

Laboratory studies disclosed a WBC count of 11,200/cu mm with 
a normal differential cell count. The ESR was 8 mm/hr. The 
urinalysis test results were normal. A mononucleosis spot slide test 
result was negative. The chest roentgenogram was normal. Stool 
cultures for Candida were negative. Antinuclear antibody titers 
of the patient and his mother were normal. Microscopic examina- 
tion of a skin biopsy specimen showed a moderately heavy 
infiltrate of mononuclear cells and eosinophils around the dermal 
vessels; the epidermis was normal (Fig 3). Immunofluorescence 
microscopy studies for the presence of IgA, IgM, IgG, and 
complement in the epidermis, at the dermoepidermal junction, and 
around dermal vessels were negative. 

When the patient was 11 months old, the eruption disappeared. 
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Fig 2.—Over 36 to 48 hours (top to bottom), papules enlarged 
centrifugally into rings and broken arcs and disappeared. 
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Annular Erythema of Infancy 


Alexander O. Peterson, Jr, MD, Michael Jarratt, MD 


è The lesions of an unusual annular erythema in an infant 
evolved from erythematous papules, to rings, to interrupted arcs 
over 36 to 48 hours, and then resolved without a trace. New 
lesions appeared and evolved with remarkable uniformity for 
eight months and then disappeared. This seemingly unique 
eruption is compared with other annular erythemas described in 
infants. 

(Arch Dermatol 1981;117:145-148) 


he annular erythemas described in infants and children 

include erythema annulare centrifugum, familial annu- 
lar erythema,' erythema gyratum atrophicans transiens 
neonatale, and erythema chronicum migrans with Lyme 
arthritis? To our knowledge, erythema gyratum repens has 
not yet been described in the pediatric age group. 

The lesions of erythema annulare centrifugum begin as 
erythematous, urticarial papules on the trunk that enlarge 
centrifugally to form rings and ares 10 cm or more in 
diameter. The advancing urticarial margin may be topped 
by microvesicles or followed by a fine collarette of scale. 
While individual lesions usually resolve in days to weeks, 
the disease may last two years or longer. Darier* coined the 
term "erythema annulare centrifugum" in 1916, but simi- 
lar lesions were previously described under a variety of 
names by several authors. Wende’ noted no specific age or 
sex predisposition, but reported that cases rarely began at 
birth. Fried et al^ described an infant in 1957 who had what 
they called "erythema annulare centrifugum." Erythema 
annulare centrifugum may oceur with an underlying ma- 
lignant neoplasm or with a variety of infections, including 
Candida infection, meningitis, tuberculosis, streptococcal 
disease, dental infection, Epstein-Barr virus infection,' 
and with diarrhea, eosinophilia, and fibrosing alveolitis.* 
Cases have been reported secondary to trichophytin skin 
testing," maternal autoimmune disease,” and ingestion of 
salicylates," blue cheese Penicilliwm," tomatoes," and 
hydroxychloroquine sulfate and chloroquine sulfate.'* 

Familial annular erythema was originally described as 
erythema gyratum perstans by Coleott Fox’ in 1891. The 
eruption usually begins shortly after birth as erythema- 
tous, urticarial papules that enlarge centrifugally to form 
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rings with vesiculated borders or an inner collarette of 
scale. Beare et al'5 reported familial annular erythema in 
an infant and two members of the same family. The 
disorder lasted many years and was characterized by 
lesions that disappeared after four or five days, leaving a 
transient, brownish pigmentation. The eruption appeared 
in one patient at a few days of age and showed no 
desquamation or vesiculation. The elder relative outgrew 
his disease. The syndrome included decreased a,- and 
a;globulins and an increased serum IgA level.'® Geo- 
graphic tongue may also be present in this disorder.'^'* 

Erythema gyratum atrophicans transiens neonatale is a 
disease of newborns. It begins as a generalized, patchy, 
erythematous eruption that resolves into atrophic and 
hypopigmented lesions. Histologically, epidermal atrophy, 
dermal edema, and a mononuclear cell infiltrate are pres- 
ent. Immunofluorescence microscopy reveals granular 
deposits of IgG, C3, and C4 at the dermoepidermal junction 
and around the superficial capillaries.’ 

Erythema chronicum migrans, first described by Afze- 
lius'* and Lipschutz,’* begins around the site of an arthro- 
pod bite. The lesion slowly enlarges centrifugally as a 
blue-red urticarial ring that is free of scale. The lesion may 
attain a diameter of up to 20 or 30 em. A central punctum, 
the.site of the inciting tick or mosquito bite, may be 
present. Without treatment, the lesion may persist for 
months to years.” Only a single lesion is observed in most 
cases. Sonck?' notes that, in his series of 45 cases, there 
were two or more rings in only four patients. The eruption 
may be accompanied by pruritus, hyperesthesia, myalgia, 
malaise, fever, lymphadenopathy, and meningopolyneuri- 
tis." Histologically, a mononuclear periappendageal and 
perivascular dermal infiltrate is present." Ticks of the 
genus Ixodes, as well as mosquitoes, transmit the disease. 
There is often a dramatic response to antibioties. Erythe- 
ma chronicum migrans occurs chiefly in Europe and Scan- 
dinavia, although cases have been reported in the United 
States as well.??- 

Since 1965, more than 400 cases of erythema chronicum 
migrans have been reported in the United States in 
association with Lyme arthritis?" Lyme arthritis, first 
described in 1976 in Lyme, Conn, is characterized by 
recurrent, brief episodes of asymmetric, oligoarticular pain 
and swelling in the large joints. Twenty-five percent of the 
patients report a preceding episode of erythema chronicum 
migrans. The skin lesions last three days to eight weeks, 
with a median of three weeks. Malaise, fever, chills, 
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(Figure). Superficial ulcerations were present under the crusts. 
The remainder of the physical examination results was unremark- 
able. 

An ophthalmologic consultant noted chorioretinitis of the right 
eye in addition to the corneal ulcer. Indirect laryngoscopy per- 
formed because of hoarseness showed diffuse laryngitis with a 
granulomatous lesion of the right vocal cord. The patient refused a 
biopsy of this lesion. 

Laboratory studies disclosed the following values: WBCs, 8,900/ 
cu mm; hemoglobin, 9.2 g/dL; serum alkaline phosphatase, 146 
IU/L (normal 30 to 120 IU/L), and bilirubin, 1.2 mg/dL (normal, 
0.2 to 1.2 mg/dL). Urinalysis indicated hematuria and pyuria. 
Urine culture showed growth of Escherichia coli. The chest 
roentgenogram was unremarkable. Multiple skin biopsy speci- 
mens showed a granulomatous dermatitis and skin specimens 
showed growth of S schenckii. Fungus also was seen on silver- 
stained sections of the skin biopsy specimens and was cultured 
from the urine specimen as well. The sporotrichosis SLA titer was 
sharply elevated (Table). 

Amphotericin B therapy was started. The patient demonstrated 
remarkable clinical improvement with therapy. She was afebrile 
by the third day of therapy, and skin lesions were notably 
improved by the fifth day. The patient signed out of the hospital 
against medical advice after receiving a total treatment dose of 
665 mg of amphotericin B and was lost to follow-up evaluation. 

CasE 3.— After two months’ duration, a 52-year-old woman was 
seen for multiple nodules of the left palm, the left arm, and the 
trunk. Initially, a painful nodule on her left palm developed after 
injury from a pine needle. Her primary physician incised and 
drained the lesion. Despite receiving a variety of oral antibioties, 
the patient noted that the lesions enlarged and secondary lesions 
advanced up her arm. The lesions progressed and appeared on her 
trunk despite a trial of potassium iodide for suggested sporotri- 
chosis. History indicated the patient lived on a farm and planted 
trees for the county extension service. 

On hospital admission, the patient had a temperature of 
39 °C but did not seem ill. She had multiple 1- to 2-cm erythema- 
tous nodules over both forearms, the left hand, and the trunk. The 
lesions were 1 to 2 cm, firm, and nontender. They were neither 
warm nor erythematous. The remainder of the physical examina- 
tion findings was unremarkable. 

Results of routine laboratory studies, including chest roentgen- 
ogram, were within normal limits. The patient showed no reac- 
tions to Candida, PPD, or streptokinase-streptodornase skin tests. 
Multiple skin biopsy specimens demonstrated yeast forms in 
silver-stained sections, and S schenckii was cultured. Microscopic 
examination of the skin lesions showed a granulomatous dermati- 
tis with Langhans' giant cells. 

The minimum inhibitory and fungicidal concentrations of 
amphotericin B for the fungus were both 0.78 ug/mL. Therapy 
with amphotericin B was initiated, and a total dose of 1.8 g was 
administered without serious complications. The sporotrichosis 
SLA titer, initially elevated, decreased with therapy (Table). The 
patient's lesions gradually resolved. She has had no recurrence of 
the infection nine months after therapy. 


COMMENT 


Disseminated cutaneous sporotrichosis occurs in less 
than 1% of infected patients.' Disseminated cutaneous 
disease has been differentiated from systemic infection, * 
although virtually all cases of systemic sporotrichosis have 
cutaneous lesions. Widespread skin lesions usually reflect 
systemic sporotrichosis rather than disseminated cuta- 
neous disease and should always prompt consideration of 
involvement of internal organs. 

Localized lymphocutaneous sporotrichosis is classically 
characterized by subcutaneous nodules, distributed along 
lymphaties, which eventually uleerate. The most common 
cutaneous manifestations of disseminated sporotrichosis 
are papules, subcutaneous nodules, and ulcerated skin 
lesions as seen in cases 1 and 3. The vesicular lesions seen in 
case 2 are rare but have been reported previously.'? 

In addition to the skin, the organs involved in our 
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patients included the lungs, uvea (by clinieal examination), 
and vocal cords. The latter two sites are seldom involved,’ 
but both patients with vocal cord disease noted hoarseness, 
and nodular lesions were seen on indirect laryngoscopy. In 
case l, the pulmonary manifestations were those of a 
nodular, granulomatous process which  was* initially 
believed to be Wegener's granulomatosis. 

It has been observed that systemic sporotrichosis rarely 
follows lymphocutaneous disease, but rather is acquired by 
inhalation.” Two of our patients almost certainly acquired 
their infection through the respiratory route: patient 1 had 
granulomatous lesions of the lungs and vocal cords, while 
patient 2 had similar lesions of the vocal cords. Both 
patients lacked early localized skin disease. Patient 3 had 
typical lymphocutaneous sporotrichosis that spread widely 
in the skin and subcutaneous tissues from the primary 
site. 

Sporotrichosis is common among forestry workers and 
gardeners, and outbreaks have been traced to contami- 
nated sphagnum moss.* Only in case 3 was the epidemiolo- 
gy of the infection seen: this patient worked as an arborist 
and noted getting a pine needle stuck in her hand before 
the onset of the disease. 

The patients were not immunosuppressed, although the 
two who were tested were anergic. Subtle defects in 
cell-mediated immunity have been detected in systemic 
sporotrichosis.* 

The cornerstone of diagnosis for this disease is the 
fungal culture. Sporothrix organisms usually are not seen 
in tissues. In all three cases reported herein, the fungus 
was seen in silver-stained histologic sections and was 
cultured from skin biopsy specimens. Sporothrix schenckii 
was cultured from the patient's urine in case 2. All patients 
had elevated antibody titers by the sporotrichosis SLA 
method.’ Serial SLA titers were useful for monitoring the 
results of therapy. After therapy, the sporotrichosis SLA 
titer returned to baseline levels, and no disease recurrence 
is seen in the two patients followed up. 

Amphotericin B is the principal effective drug for 
disseminated sporotrichosis.* All three patients responded 
well to this course of treatment. Although patient 2 left the 
hospital much improved, but against medical advice, after 
receiving a total treatment dose of 665 mg, the other two 
patients received 1,500 to 2,000 mg of amphotericin B, as 
has been recommended. The fungal strains were sensitive 
to amphotericin B in vitro. 


Nonproprietary Names and Trademarks of Drugs 


Amphotericin B—Fungizone. 
Streptokinase-streptodornase— Varidase. 
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‘Disseminated Cutaneous Sporotrichosis 


Three Illustrative Cases 


Philip W. Smith, MD; George W. Loomis, MD; John L. Luckasen, MD; Richard K. Osterholm, MD 


€ Three cases of disseminated cutaneous sporotrichosis are and cigar-shaped yeasts on silver stain. Cultures of the skin biopsy 
reported, including a rare presentation of the disease as specimens showed growth of S schenckii. 
vesicular dermatitis. The diagnosis was confirmed by culture of a The fungus grew only from skin cultures; bone marrow and 
skin biopsy specimen, and all patients responded well to ampho- urine cultures were negative. The sporotrichosis slide latex agglu- 


tination (SLA) antibody titer (performed at the Mayo Clinic, 
Rochester, Minn) was elevated initially and decreased with thera- 
py (Table). The minimum inhibitory concentration of amphoteri- 
cin B for the fungus was 1.56 ug/mL (performed at the Centers for 
Disease Control, Atlanta). 

The patient received a course of amphotericin B without major 
porothrix schenckii is a fungus that is found in nature complications. A total dose of 1,545 g was given, which resulted in 


tericin B therapy. The sporotrichosis slide latex agglutination 
titer was used to determine the end point of therapy. 
(Arch Dermatol 1981;117:143-144) 


primarily in plants and soil. Man generally becomes eradication of all cutaneous and internal lesions. 
infected by percutaneous inoculation, and a localized cuta- ^ : The patient is well one year after completion of therapy. 
neous or a lymphocutaneous infection develops. Dissemi- Attempts to isolate S schenckii from several plants (including 
nated sporotrichosis is rare. We report three cases of roses) and soil samples from the patient's garden were unsuccess- 


ful. 
Case 2.— A 31-year-old woman with a history of chronic alcoholic 
liver disease noted the onset of fever and a generalized eruption 


disseminated sporotrichosis with cutaneous involvement 
and review diagnostic and therapeutic aspects of this 


disease. three weeks before hospital admission. On physical examination, 
she seemed to be in a toxic condition; her temperature was 39 ?C. 

REPORT OF CASES Bilateral conjunctivitis and a superficial corneal ulcer were noted. 

Case 1.—Four weeks before hospital admission, a 63-year-old The skin lesions included macules, papules, and vesicles distri- 
woman experienced the following symptoms: fever, sore throat, buted over the entire skin surface except for the scalp, palms, and 
and hoarseness. She was treated with an antibiotic by her primary perineum. Many of the lesions were covered with dark, thick crusts 


physician, without improvement of her condition. Two weeks later, 
she noted tender, erythematous lesions on her legs, several of 


which grew in size and ulcerated. History indicated the patient Sporotrichosis Antibody Titers 

and her husband were amateur gardeners, but she did not recall 

any injury before her illness. We first saw the patient four weeks Case 3* 

after the onset of symptoms, and admitted her to the hospital. Vn ae ee ee ee a 
On initial physical examination, the patient did not seem ill; her Date Ratio Date Ratio Date 

temperature was 38.0 °C. Twenty nodular or ulcerated skin lesions 4/4/T9 1:320 5/25/79 X 1:1,280 7/24/79 

were noted primarily on the lower extremities and trunk and 9/21/79 X 1:160 TE 2m 9/5/79 

measured 0.5 to 2.0 cm. The nodules were firm, erythematous, and 6/11/79 1:40 re A 10/20/79 

tender; the ulcerated lesions oozed small amounts of whitish 7/21/79 1:20 A. E 11/15/79 





discharge. Results of a cardiac examination showed a grade 2/6 
short midsystolie murmur. The remainder of the physical exami- 
nation findings was unremarkable. 

Routine laboratory data were unremarkable except for a slight- 
ly elevated ESR of 40 mm/hr (Wintrobe); the WBC count was 
3,700/cu mm with a normal differential cell count. Chest roentgen- 
ograms indicated bilateral reticulonodular pulmonary infiltrates. 
Candida, trichophytin, PPD, and streptokinase-streptodornase 
skin tests were negative, as were complement fixation titers for 
histoplasmosis and coccidioidomycosis. 

A transbronchial lung biopsy specimen showed microscopic 
findings of lipogranulomatous inflammation and interstitial 
fibrosis. A biopsy specimen of a nodular lesion of the left vocal 
cord demonstrated necrotizing granulomatous inflammation with 
giant cells suggestive of Wegener's granulomatosis. Multiple skin 
biopsy specimens showed notable suppurative and granulomatous 
inflammation of the skin and subcutaneous tissue with abscess 
formation. A bone marrow biopsy specimen indicated caseating 
granulomas. Results of acid-fast and silver sulfide stains for 
bacteria on all tissues examined were initially negative. Repeated 
skin biopsy specimens, however, demonstrated extracellular round 


*The amphotericin B therapy for case 1 was started April 18, 1979, and 
was completed June 24, 1979, while for case 2, it was started Aug 1, 1979, 
and was completed Oct 20, 1979. 
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Lichen Planus-like Lesions in Six Patients 


Patient No./Age, 
yr/Sex 


1/66/F Oral 


Distribution 


Generalized with 
oral 


Proximal thigh, neck, 
back, and oral 


4/38/F Oral 


2/53/F 


Not done 


3/53/F 


5/32/F Oral 


6/43/F Oral 





Drug not discontinued 


Drug not discontinued 
Recurrence in 2 wk 


Recurrence in 3 wk 


Result of 
Rechallenge 


Recurrence in 2 wk 4 


Outcome 
Cleared 1 mo after use of 
drug was stopped . 
Drug continued; all lesions 
intermittently active 
Cleared 3 mo after use of 
drug was stopped 
Drug continued; oral lesions 
occurred intermittently 
Cleared 1 mo after use of 
drug was stopped 
Cleared after use of drug 
was stopped 


Onset, mo* 


*From the time penicillamine therapy was started to onset of lichen planus-like lesions. 


al.^ Five of these patients acquired the blisters while 
receiving the drug; however, the sixth did not have any 
lesions until several months after discontinuing the drug. 
Three patients were classified as having pemphigus folia- 
ceus, and in three the lesions were suggestive of pemphi- 
gus vulgaris. Marsden et al” reported seven other cases of 
pemphigus foliaceus occurring in 104 patients who were 
treated with penicillamine for rheumatoid arthritis. The 
lesions occurred six to 12 months after therapy had begun. 
Other authors have reported similar cases of pemphigus in 
patients being treated with this drug.” 

A single case of a lichen planus-like eruption during 
penicillamine therapy was reported by van de Staak et al.” 
A 40-year-old man with rheumatoid arthritis acquired 
lichenoid lesions of the dorsa of the hands and on the face, 
legs, and buccal mucosa 14 months after beginning penicil- 
lamine therapy. These authors speculated that the eruption 
may have been related to a local cutaneous biochemical 
defect, perhaps  glucose-6-phosphate dehydrogenase 
(G6PD) deficiency, and they showed that penicillamine can 
inhibit the action of G6PD in vitro. Two patients (patients 
2 and 3) in our series are similar clinically to the patient 
described by van de Staak and colleagues,” for both 
cutaneous and mucosal lesions appeared several months 


after the commencement of penicillamine treatment. The 


remainder of our patients exhibited only oral lichen plan- 
us-like lesions, which were clearly erosive in two. 

Penicillamine-induced stomatitis has been reported, 
and in one patient it was suggestive of a lichenoid erosive 
stomatitis. Hypotheses for the origin of the stomatitis 
have included allergic reactions, epithelial fragility second- 
ary to poor collagen synthesis, oral pemphigus, and necrot- 
ic uleers associated with agranulocytosis. Perhaps some of 
these lesions were, in fact, penicillamine-induced oral 
lichen planus-like drug eruptions. 

We believe that oral and cutaneous lichen planus-like 
drug eruptions secondary to penicillamine are more preva- 
lent than might be expected from the number of cases 
reported in the literature. The role of the drug or the 
disease, or both, in the production of the lichen planus-like 
reactions, either in the form of interference with cuta- 
neous metabolic functions or as a manifestation of altered 
immunologic responses, is unclear at this time. 


Nonproprietary Name and Trademarks of Drug 


Penicillamine—Cuprimine, Depen. 
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Fig 2.—Erosive lichen planus-like lesion of left buccal mucosa. 


planus-like lesions; however, the remaining four patients 
had oral mucosal involvement only. 

The lichen planus-like eruption became evident four to 
16 months after the onset of penicillamine therapy. Use of 
the drug was stopped in four cases, and the lichenoid 
lesions resolved in one to three months. Penicillamine 
therapy was not discontinued in the two remaining cases 
despite the adverse oral and cutaneous lesions that contin- 
ued to be intermittently active. 

Rechallenge with penicillamine was carried out in three 
patients, all of whom had had only oral lesions. Recurrence 
of oral mucosal lichen planus-like lesions was noted in two 
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Fig 3.—Band-like lymphocytic infiltrate with focal hypergranulosis 
(hematoxylin-eosin, x 64). 


to three weeks in each case. None of these patients 
experienced other lichen planus-like lesions on rechallenge 
with the drug. 


COMMENT 


Many of the adverse cutaneous and mucosal reactions to 
penieillamine can be put into two broad categories— 
deranged collagen biosynthesis** and diseases of probable 
immunologic origin. Disorders of deranged collagen 
metabolism seem to be dose related, and about 25% of 
patients who receive 2 g/day or more of penicillamine 
experience cutaneous signs suggestive of abnormal colla- 
gen synthesis.’ In such patients, purpuric plaques develop 
initially and are followed by changes resulting in thin, 
fragile, wrinkled skin, which is easily traumatized. The 
plaques later turn brown and are found to contain scat- 
tered white or yellow-white milia-like papules. Patients 
have also been described as having acquired epidermolysis 
bullosa caused by penicillamine.’ 

Greer et al" described a patient in whom small, white 
papular lesions developed in venipuncture sites during 
therapy with penicillamine. Histopathologie study of these 
lesions showed focal areas of connective tissue degenera- 
tion in the dermis. A congenital connective tissue defect’? 
consisting of lax skin, hyperflexibility of the joints, fragile 
veins, varicosities, and impaired wound healing has been 
described in an infant whose mother, while pregnant, had 
received 2 g/day of penicillamine for cystinuria. Lesions of 
elastosis perforans serpiginosa'* and also of anetoderma" 
have been deseribed in patients receiving penicillamine. 

Acute hypersensitivity-type reactions consisting of urti- 
caria or maculopapular lesions and occurring during the 
first one to three weeks of treatment are the most common 
types of immunologic reactions seen. In approximately 
50% of the patients who receive this drug, positive serologic 
test results for antinuclear antibody develop, and several 
authors'*"* have described patients in whom a drug- 
induced systemic lupus erythematosus-like syndrome 
developed while they were receiving penicillamine. Cuta- 
neous vasculitis has been reported by Hill'* in three of 21 
patients receiving penicillamine for rheumatoid arthritis. 
The skin lesions of all three patients resolved after discon- 
tinuation of the drug. 

Six patients with rheumatoid arthritis who had penicil- 
lamine-induced pemphigus were described by Hewitt et 
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Lichen Planus-like Lesions Caused by 


Penicillamine in Primary Biliary Cirrhosis 


James R. Seehafer, MD; Roy S. Rogers III, MD; C. Richard Fleming, MD; E. Rolland Dickson, MD 


e Six patients with primary biliary cirrhosis experienced lichen 
planus-like lesions while taking penicillamine. Oral lesions 
developed in all patients, and the lichenoid lesions also 
appeared elsewhere in two patients. Lichen planus-like lesions 
developed from four to 16 months after penicillamine therapy 
had been started, and, in four cases, they resolved in one to three 
months after use of the drug was stopped. Two patients have 
continued using penicillamine despite adverse cutaneous and 
mucosal reactions and have continued to experience lichen 
planus-like lesions intermittently. Other cutaneous reactions 
associated with penicillamine are reviewed. 

(Arch Dermatol 1981;117:140-142) 


enicillamine, or dimethyleysteine, possesses several 

biochemical properties, including chelation of heavy 
metals, depolymerization of macromolecules, solubilization 
of cystine, alteration of collagen maturation, and interfer- 
ence with immune responses. It has been used in the 
treatment of Wilson's disease, cystinuria, rheumatoid 
arthritis, scleroderma, chronic active liver disease, and 
primary biliary cirrhosis." Many adverse reactions to 
penicillamine have been reported, including suppression of 
bone marrow, the nephrotic syndrome, arthralgias, altera- 
tion of taste and smell, a lupus-like reaction, polymyositis, 
and myasthenia gravis.” 

We have encountered a lichen planus-like eruption in six 
patients treated as part of a double-blind, controlled study 
with penicillamine for primary biliary cirrhosis.’ This 
report was prompted because of the infrequent reference 
in the literature to this type of drug eruption. 


REPORT OF A CASE 


A 53-year-old woman was seen elsewhere in 1974 with the recent 
onset of generalized pruritus. Multiphasic blood screening done by 
the patient’s local physician revealed an elevated level of alkaline 
phosphatase. The pruritus and the elevated alkaline phosphatase 
level persisted, and jaundice was first noted three months later. 
An exploratory laparotomy was noncontributory except for the 
finding of some hepatomegaly; a biopsy specimen of the left lobe 
of the liver was consistent with chronic nonsuppurative destruc- 
tive cholangitis (primary biliary cirrhosis). An operative cholan- 
giogram was normal. 

The patient first came to the Mayo Clinic in 1975 to be 
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considered for entry into a double-blind randomized trial using 
either penicillamine or a placebo in patients with primary biliary 
cirrhosis. Abnormal physical findings included diffuse confluent 
areas of hyperpigmentation in the sun-exposed areas; a few 
ecchymoses on the chest and legs; several excoriations on the lower 
part of the back, neck, and arms; and a liver that had a 14-cm 
vertical span in the midclavicular line. No splenomegaly was 
detected. 

Abnormal laboratory studies were as follows: an alkaline phos- 
phatase concentration of 1,083 units/L (normal, 87 to 250 units/L), 
an SGOT level of 71 units/L (normal, 8 to 20 units/L), a total 
bilirubin level of 1.95 mg/dL, a serum IgM level of 10.98 mg/mL 
(normal, 0.2 to 1.4 mg/mL), and a serum IgG level of 17.8 mg/mL 
(normal, 6.4 to 14.3 mg/mL). An antimitochondrial antibody test 
was positive at a 1:320 dilution. The serum copper level was 198 
ug/dL (normal, 75 to 145 ug/dL) and the ceruloplasmin level was 97 
ug/dL (normal, 23 to 43 ug/dL). The ESR was 72 mm in the first 
hour (Westergren). 

Therapy with penicillamine was started at 250 mg/day and was 
gradually increased to 1 g/day after six weeks. Four months later, 
the patient experienced typical lichen planus-like lesions on the 
neck, back, and proximal region of the thighs (Fig 1). After seven 
months in the study, a 1 x 2-em erosive lesion of the left buccal 
mucosa developed (Fig 2), associated with white reticulated 
plaques of the lips, tongue, and buccal mucosa. A biopsy specimen 
of a cutaneous lesion showed focal hypergranulosis, hydropic 
degeneration of the basal cell layer, and a band-like dermal 
lymphocytic and round cell inflammatory infiltrate consistent 
with lichen planus (Fig 3). Eosinophils were not seen in the 
inflammatory infiltrate. 

The lichen planus-like lesions were thought to be secondary to 
the penicillamine. The treatment code was broken, and it was 
confirmed that this patient had been receiving penicillamine. All 
skin and mucosal lesions cleared within three months after the 
drug had been discontinued. 


RESULTS 


Six patients, all women, from a group of 70 patients with 
primary biliary cirrhosis who were treated with penicilla- 
mine, experienced typical lesions of lichen planus (Table). 
Biopsies were done on four of these and all showed changes 
consistent with lichen planus. We have detected lichen 
planus-like lesions in six additional patients in the primary 
biliary cirrhosis study; however, we are not describing 
them, because the study code was not broken to determine 
whether these patients were taking penicillamine or a 
placebo. In addition, we have seen one instance of lichen 
planus in a patient with primary biliary cirrhosis who was 
not in our study and was not taking penicillamine. The 
striking female preponderance reflects the nature of the 
group under investigation (the ratio of women to men was 
9:1). Two patients had both cutaneous and oral lichen 
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Thrombotic Angiokeratoma 


Circumscriptum Simulating Melanoma 


Leon Goldman, MD; Smith H. Gibson, MD; Daniel F. Richfield, MD 


® Three patients with solitary angiokeratomas, two of the 
circumscribed type (Fabry) and one of the Mibelli type, are 
described to show that when extensive thromboses develop in an 
angiokeratoma, this nodular bluish-black lesion may clinically 
simulate a nodular melanoma. 

(Arch Dermatol 1981;117:138-139) 


Ithough relatively few cases of circumscribed angioker- 
atoma have been reported, these lesions are probably 
more common than such reports would indicate. The soli- 
tary circumscribed angiokeratoma of Fabry has been 
found on the lower extremity more frequently than on the 
arm. Occasionally, multiple lesions develop, usually after 
adolescence."* The mechanism for the development of 
these is not known, although congenital cause, pregnancy, 
trauma, and tissue asphyxia are given as causal factors.’ 
Actually, these lesions, as Imperial and Helwig? wrote, are 
not true angiomas but are merely telangiectasias of preex- 
isting vessels. These lesions should not be confused with 
angiokeratoma corporis diffusum of Fabry, which is asso- 
ciated with a lipostorage disease, or the angiokeratoma of 
Mibelli of adolescence.*? 

Three patients are described to show that the lesions of 
angiokeratoma cireumscriptum may simulate a melanoma 
when thromboses develop. Imperial and Helwig? also 
emphasized the fact that angiokeratomas are frequently 
indistinguishable from melanomas. 


REPORT OF CASES 


CasE 1.—A small bluish spot developed in a 32-year-old woman 
on the lower third of the left leg during her pregnancy. This lesion 
was not seen by her obstetrician. After a miscarriage occurred in 
the fifth month, the lesion did not change. The patient soon 
became pregnant again, and during the early part of this pregnan- 
cy, the pigmented lesion on the leg began to grow. During the last 
trimester, the patient was referred to us with a clinical diagnosis 
of melanoma. 

Examination showed a black-blue, crested 1.5-em nodule on the 
lower third of the left leg. The lesion was firm, and the surface was 
roughened and crusted. Diffuse color with no perilesional erythe- 
ma was observed under skin microscopy at x20 (Fig 1). No 
regional glands were palpable. Surgical excision was done. Micro- 
scopic examination of the biopsy specimen showed parakeratosis 
with epidermal atrophy and a single large hemorrhage in an 
endothelial-lined space within the dermal papilla (Fig 2). 

CASE 2.—A 74-year-old man was receiving treatment for multi- 
ple basal cell epitheliomas of the face. A dark lesion had developed 
recently on the dorsum of the left foot. Topical medications had no 
effect on the crusting. Examination showed a firm, 1.5-cm black- 
ish, erusted nodule (Fig 3) on the dorsum of the left foot. Diascopy 
did not change the color or the size of the lesion. No other lesions 
were observed. There were no palpable glands in the popliteal or 
inguinal areas. Surgical excision followed by microscopic examina- 
tion showed a nodular lesion with parakeratosis and endothelial- 
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Fig 1.—Case 1. Nodular circumscribed angiokeratoma of lower 
leg simulating nodular melanoma showing heavy blue-black 
crusting ( x 20). 


Fig 2.—Case 1. Parakeratosis with epidermal atrophy and one 
large endothelial-lined area with scattered thrombi are seen 
(hematoxylin-eosin, x 50). 


Fig 3.—Case 2. Nodular circumscribed angiokeratoma of foot 
simulating nodular melanoma in 74-year-old man. 


Fig 4.—Case 2. Parakeratosis with endothelial-lined spaces con- 
taining multiple thrombi (hematoxylin-eosin, x 20). 


Fig 5.—Case 3. Tan verrucous surface with thrombosed blue- 
black nodules occupying approximately one fourth of surface 
area. There is large black crusted area. 


Fig 6.—Case 3. Epidermis is hypertrophic. Dermis contains dilated 
endothelial-lined. spaces filled with erythrocytes (hematoxylin- 
eosin, x 20). 


lined spaces containing multiple thrombi (Fig 4). 

CASE 3.—An 11-year-old girl was first seen at age 2 years for 
evaluation of a birthmark on the right lateral thigh. Examination 
showed a bilobed lesion, 5 x 8 mm, dull red in color, and with no 
vesicular component. No treatment was prescribed, and the 
patient was lost to follow-up examination. When she was seen 
again on July 10, 1978, a new 1.5-em lesion had developed just 
lateral to the old one, and there was a history of repeated local 
injury. On examination, this nodule was rough, and the color was 
tan with a blue-black, nodular focus occupying about 25% of the 
surface area (Fig 5). In this young patient, some areas of the lesion 
with its small grape-like cluster did resemble the angiokeratoma 
of Mibelli. The lesion was later surgically excised. Microscopic 
examination of a nonthrombotic area showed a hypertrophic 
epidermis with elongated ridges. The papillary dermis contained 
dilated vascular spaces lined with a single layer of endothelial 
cells and filled with erythrocytes. No thromboses were evident 
(Fig 6). 


COMMENT 


The clinical features of the solitary angiokeratoma cir- 
cumscriptum are evident in cases 1 and 2. These include 
solitary lesion in the adult, limitation to the lower extrem- 
ity, and nodular induration on palpation. The lesions of 
angiokeratoma of Mibelli show superficial, small, red, 
grape-like clusters without noticeable hyperkeratosis and 
without multiple thrombi.* In case 3, a number of these 
lesions had disappeared spontaneously. When the basic 
structure of the solitary nodular angiokeratoma of the 
lower extremity is complicated by thromboses and possibly 
resultant parakeratosis, a firm nodular tumor with crust- 
ing develops. This, then, has the optical qualities of color 
intensity and surface reflection and the tumor mass of 
nodular melanoma. Excision biopsy, the proper therapy 
for a circumscribed angiokeratoma, as Dobson reports.’ 
should be done. 
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The marrow also was hypocellular with increased stainable iron. 

While she was treated with 60 mg of prednisone each day for 
thrombocytopenia and eosinophilic fasciitis, her skin showed 
some softening. Her hematocrit reading was maintained with 
whole blood transfusions. Her primary physicians considered it 
unwise to obtain a biopsy specimen from her palms. She died of 
bacterial septicemia several months after admission. At autopsy, a 
biopsy specimen was obtained from a bullous lesion on the dorsum 
of her hand and showed microscopic changes similar to those seen 
in case 1, ie, vacuolar structures in the upper edematous dermis 
with prominent dilated dermal lymphatic channels (Fig 5). 


COMMENT 


The bullous lesions in these three patients with sclero- 
derma (generalized morphea with systemic involvement, 


Fig 5.—Biopsy specimen from bullous lesion (case 3) showing 
extremely edematous upper dermis with vacuolar spaces and 
dilated empty vessels, presumably lymphatic channels. Note 
thickened reticular dermis (hematoxylin-eosin, x 60). 


cutaneous morphea, and possible eosinophilic faciitis) are 
rare manifestations of that disease. In 1959, Garb and 
Sims? found 25 cases of bullous scleroderma in the world 
literature when they described the patient in their study. 

Perhaps Templeton’ was the first to suggest that bullous 
lesions in scleroderma were caused by lymphatic obstruc- 
tion. He described a 23-year-old woman with morphea in 
whom bullae developed; a biopsy specimen from these 
bullae showed varying degrees of dilation of the lymphatic 
channels, combined with large lacunar spaces in the papil- 
lary and subpapillary dermal layers. Similar, if not identi- 
cal, findings were seen in cases 1 and 8 in the present 
study. However, other authors have postulated that the 
bullae may have been caused by trauma, “nerve factors,” or 
vascular occlusion with enzymatic degradation of the base- 
ment membrane. 

Tuffanelli’ added support to Templeton's* view when he 
described three patients with systemic scleroderma and 
vesicles and bullae in which he had observed dilated 
lymphatic channels in the upper dermis. We favor Temple- 
ton's* and Tuffanelli’s’ view, since biopsy specimens taken 
from the patients in our study demonstrated dilated 
endothelial-lined vessels and large lacunae in the upper 
dermis. It must be emphasized that there is no way to 
prove that the dilated vessels were, in fact, lymphatic 
channels. However, the lack of RBCs within these dilated 
vessels suggests that the vessels were of lymphatic ori- 
gin. 

Bullae in patients with scleroderma can pose a problem 
when a biopsy specimen is taken, not only because of 
location but also because the taking of biopsy specimen 
may result in ulceration, with possible poor healing or 
superimposed infection. However, in cases of doubtful 
origin, it may be necessary to take a biopsy specimen. 
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morphea on lower extremities (case 1). (case 1). 


t- 
ing several subepidermal areas of edema. Epidermis is acanthotic 
and thrown into many folds. Note dilated lymphatic channels at 
bases of several vesicles (hematoxylin-eosin, x 30). 
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Fig 1.—Hyperkeratotic bullae in plaques of Fig 2.—Hyperkeratotic bullae arising in morphea plaques. Note fingers are spared 








Fig 4.—Hyperkeratotic, exudative, foul-smelling vesicles, bullae, 
and papules on palm of left hand (case 3). 





nosebleed and severe thrombocytopenia (platelet count, 6 to 
10,000/cu mm). 

The patient's sclerosis was most pronounced over the forearms, 
arms, thighs, and calves. The inframammary, abdominal, back, 
and facial areas also were involved. The fingertips, toes, suprapu- 
bic region, and axillae were spared. The skin of the face and feet 
was pigmented and was blue-brown with areas of depigmentation. 
Both palms demonstrated hyperkeratotic bullae with areas of 
hemorrhage and necrosis. The left palm was exudative and foul 
smelling (Fig 4). Vesicopapules were found on the sclerotic 
pretibial areas and ankles as well. 

A deep-skin and fascia biopsy specimen that was taken from 
the right thigh was judged to be "consistent with eosinophilie 
fasciitis.” 

The patient’s WBC count was 4,900/cu mm, her hemoglobin 
level was 11.8 g/dL, and her hematocrit reading was 35.5%. There 
were no peripheral blood eosinophils nor were any detected during 
her hospital stay. The peripheral blood platelet count was 12,300/ 
cu mm and ranged from 5 to 15,000/cu mm while in the hospital. 
Bone marrow examination did not show any megakaryocytes, but 
the myeloid-erythroid ratio was normal, as was cell maturation. 
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Bullous Seleroderma 


Daniel R. Synkowski, MD; Walter C. Lobitz, Jr, MD; Thomas T. Provost, MD 


e Bullae arose in two patients with scleroderma and in one 


patient with a similar condition, eosinophilic fasciitis. Biopsy - 


specimens from two of the patients demonstrated prominent 
dermal lymphatic dilation. We hypothesize that these lesions 
occurred after the development of lymphatic obstruction second- 
ary to dermal sclerosis. 

(Arch Dermatol 1981;117:135-137) 


I that occur in lesions of scleroderma are rare. Of 
three current major dermatology textbooks,'* only 
one? mentions the existence of bullous lesions in localized 
and systemic scleroderma. Likewise, bullous lesions in 
scleroderma are not discussed in a major current dermato- 
pathology textbook.* 

We report the occurrence of bullous lesions in three 
patients with severe dermal sclerosis. Patients 1 and 2 had 
scleroderma, and patient 3 had eosinophilic fasciitis. 


REPORT OF CASES 


CASE 1.—A 42-year-old woman was hospitalized for evaluation of 
generalized morphea in August 1968. She had noted the onset of 
sclerotic, sharply demarcated plaques seven years before. These 
lesions involved the dorsa of the hands, arms, legs, and trunk, but 
not the face or fingers. Raynaud’s phenomenon was notably 
absent. Although esophageal motility was normal, an adynamic 
ileus developed in the patient. Subsequently, a biopsy specimen 
taken from the small bowel demonstrated prominent sclerosis in 
the lamina propria. Despite these histologic findings, there were 
neither symptoms nor laboratory evidence consistent with a 
malabsorption syndrome. 

The patient had no evidence of pulmonary involvement. Her 
carbon monoxide diffusion capacity was normal. 

Examination disclosed numerous edematous, sharply demar- 
cated, porcelain-white, indurated plaques over the arms, abdomen, 
and lower extremities. These lesions were surrounded by viola- 
ceous halos; many of them also showed keratotic bullae in various 
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stages of development over the lower extremities (Fig 1) and dorsa 
of the hands (Fig 2). Ruptured bullae had left deep, white, 
avascular ulcers; some of these ulcers had become secondarily 
infected. 

A biopsy specimen taken from a bullous lesion (Fig 3) demon- 
strated a severely hyperkeratotic acanthotic epidermis and papil- 
lomatosis, with many large vacuolar areas containing eosinophilic 
amorphous material. Dilated thin-walled vessels, presumed to be 
dilated lympatic channels, were seen at the bases of these vacuolar 
structures and throughout the dermis. 

This patient died two years later of hepatic failure secondary to 
cirrhosis. Autopsy disclosed evidence of widespread cutaneous and 
small intestinal scleroderma. 

Case 2.—This patient was a 23-year-old woman who, when 
examined in 1971, had had generalized morphea for two years. At 
that time, the individual lesions were well-circumscribed, erythe- 
matous, edematous plaques that involved the trunk, abdomen, and 
lower extremities. These lesions gradually progressed to involve 
the neck and upper portion of the patient’s trunk, binding down 
her breasts. She had no facial involvement, dysphagia, or evidence 
of Raynaud’s phenomenon. A complete evaluation for systemic 
sclerosis, including a barium swallow test and carbon monoxide 
diffusion capacity test, did not disclose any abnormal findings. 

The patient was initially treated with penicillamine, but unfor- 
tunately urticaria developed, so the medication was stopped. Her 
disease progressed, and in 1973, she was readmitted to the 


hospital. During this hospitalization, several bullae measuring: 


0.5 x 1cm were noted to have developed on the anterior surface of 
the lower part of the right leg. These bullae arose from erythema- 
tous, sclerotie, bound-down skin lesions. Because these bullae were 
situated over the tibia, no biopsy specimen was taken. 

Case 3.—In April 1978, a 67-year-old woman began to experience 
tightening and discoloration of the skin of the forearms, proceed- 
ing proximally from the wrists. Because of these cutaneous 
findings and bilateral pleural effusions, she was hospitalized. 
After treatment of congestive heart failure, she left the hospital. 
Subsequently, the skin over the legs became thickened, and with 
progressive tightening, bullae developed over both shins. These 
bullae ruptured and discharged a clear fluid. 

In March 1979, a vesicobullous eruption began to appear on the 
palms, and the skin induration progressed to include the previous- 
ly uninvolved hands and feet. By the time of her next admission 
(October 1979), she had lost 13.5 to 18.0 kg of weight, and the skin 
had become thickened over her cheeks and neck. The patient 
denied dysphagia, history of hypertension, Raynaud's phenome- 
non, strenuous exercise, arthritis, dry eyes, dry mouth, or dyspnea. 
She was admitted to the hospital in November 1979 because of a 
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ly and therapeutically against cutaneous candidiasis as 
well as in systemic candidiasis‘ and coccidioidomycosis.* 
Our own unpublished clinical experience with chronic 
mucocutaneous candidiasis, tinea versicolor, and dermato- 
phytosis caused by Epidermophyton floccosum has been 
favorable. Preliminary reports of treatment of coccidioido- 
mycosis and paracoccidioidomycosis in man have been 
favorable. Thus, ketoconazole seems to be effective against 
a wide range of fungal pathogens infecting both the 
superficial and deeper tissues. 

In this study, ketoconazole was well tolerated and safe. 
There was no evidence of serious toxic effects on the eye, 
lungs, kidneys, liver, heart, or hemopoietie system. Some 
minor complaints were noted in six patients. The photopho- 
bia and pruritus were believed to be related to the drug but 
did not necessitate stopping therapy. There were no 
decidedly abnormal laboratory results associated with 
ketoconazole therapy. There was a trend toward a slight 
decrease in serum cholesterol levels. There were no keto- 
conazole-induced changes noted in the chest roentgeno- 
gram or ophthalmologic examination findings. 

Thus, with the minimal adverse effects observed, the 
drug seems to be quite safe, within the limits of the dose 
and duration of therapy for the 20 adult patients. In fact, 
this early experience with ketoconazole suggests that it is 
much better tolerated and possibly safer than amphoteri- 
cin B, flucytosine, miconazole, or griseofulvin, all of which 


may have aggravating, serious, or even fatal side * 
effects." 

That 14 of the 19 patients available for follow-up at five 
months after therapy had relapses is not surprising in view 
of the natural history of the infections present in this 
group of patients. It is interesting that relapseewas more 
rapid in the glabrous skin, where the response to ketocon- 
azole was most rapid, and slower on the palmar-plantar 
skin, where the response to therapy was slowest. In 
patients like those included in this study with long- 
standing, chronic infection, ketoconazole may need to be 
given on a long-term basis to control the disease and 
prevent recrudescence of infection. Three patients have 
received ketoconazole therapy after initial relapse and 
have again responded to therapy. 


We are grateful to the physicians who referred the patients and to the 
patients for their cooperation. Janssen R&D, Inc, New Brunswick, NJ, 
provided the ketoconazole used in this study. 


Nonproprietary Names and Trademarks of Drugs 


Amphotericin B—F'ungizone. 
Clotrimazole—Gyne-Lotrimin, Lotrimin. 
Flucytosine—A ncobon. 

Miconazole nitrate—Micatin, Monistat. 
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Table 4.—Adverse Effects Experienced With Ketoconazole 


Signs and/or 
Symptoms Comments 
Photophobia 2 Patients affected; persisted while 
^ receiving drug 
4 Patients affected; mild and did 
not require termination of drug 
therapy 
2 Patients affected; transient, re- 
solved while still receiving drug, 
probably not drug related 


Pruritus 


Laboratory abnormalities 
SGOT 


1 Patient had mild transient eleva- 
tion 

Minor, possible insignificant 
changes in 17 patients, no trend 

Minor changes, decreased aver- 
age of 18 mg/dL in 16 patients 


Triglycerides 


Cholesterol 


from 198 to 151 mg/dL; the greatest increase was from 363 
to 385 mg/dL. 

Thus, the net changes in serum lipid levels were minimal 
and possibly explained by normal dietary variation or the 
SE of the clinical laboratory procedure. There were no 
abnormalities or trends with any other laboratory value. 


COMMENT 


This study demonstrates that oral ketoconazole is an 
effective and well-tolerated form of therapy for dermato- 
phyte infection. Since this study was not controlled by 
inclusion of untreated or placebo-treated patients, one 
could challenge the validity of this statement. Considera- 
tion of the patient group, particularly the natural history 
of their infections, not only justifies the experimental 
design but permits the conclusion of drug effectiveness. 

The 20 patients selected for this study were a special 
group, in that they represented infections that were stable, 
long-standing, and treatment resistant with available 
modes of therapy. Furthermore, patients with infection of 
only limited extent, eg, toe web spaces, groins, or nails, 
were excluded from the study, as were patients with acute 
or subacute inflammatory infections that would have had 
an unstable or limited natural history. The patients 
selected had extensive dermatophytosis that was chronic, 
and in 60% it was associated with another condition, 
usually respiratory atopy.^ Furthermore, the patients’ 
infections had been stabilized for an average of 20 years, 
and multiple treatment attempts with available systemic 
and topical therapeutic agents had failed to clear these 
chronic infections. 

Ketoconazole therapy dramatically altered the natural 
history and course of infection in these 20 patients. For 
many, this was their first and only substantial improve- 
ment despite decades of costly therapy. Overall, 13 patients 
were cleared completely at all infected sites. The remain- 
ing seven patients were classified as markedly improved, 
which represents at least 90% resolution. More than 85% of 
those with glabrous skin involvement were cleared of 
infection. Perhaps even more remarkable was the clearing 
obtained in two thirds of the 18 patients with palmar- 
plantar infections. Thus, although no controls were used, it 
is evident that ketoconazole brought about a dramatic and 
remarkable improvement not previously obtainable with 
any other treatment. For this reason, ketoconazole must 
be considered a highly effective therapy for dermatophyte 
infection. 

Glabrous skin infection was eradicated more rapidly and 
more thoroughly than infection of the palmar-plantar skin. 
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This may not be unexpected in view of the experience with 
griseofulvin and topical antifungal agents. The explana- 
tion for this difference in response is unknown but may 
relate to a qualitative or quantative decrease in delivery of 
the antifungal agent to the thicker palmar-plantar stratum 
corneum. 

In man, ketoconazole has been detected in urine, saliva, 
sebum, and cerumen, but stratum corneum has not been 
studied.' A bioassay technique has demonstrated antifun- 
gal activity in the hair of rats and guinea pigs treated with 
ketoconazole.’ It has not been established whether the 
antifungal activity in hair is due to ketoconazole per se or 
to a degradation product. Urine and bile samples contain- 
ing degradation metabolites do not exhibit antifungal 
activity. This suggests that the antifungal activity resides 
in the native molecule, but proof of this will require studies 
of the cutaneous metabolism and distribution of ketocona- 
zole and its metabolites. 

Ketoconazole is readily absorbed from the human GI 
tract. One hour after oral administration of 200 mg, the 
plasma level is 1 to 6 ug/mL. The plasma level peaks in two 
hours at approximately 5 ug/mL and diminishes to 0.7 
ug/mL at eight hours. In vivo serum levels of ketoconazole 
achieved with 200-mg dosage schedules are consistently 
above minimal inhibitory concentration levels demon- 
strated in vitro. Only 8% of the drug is found in plasma 
water. Eighty-four percent is bound to plasma proteins and 
13% to formed blood elements. In animal studies, ketocon- 
azole (Fig 1) seems to be metabolized by oxidation and 
subsequent scission and degradation of the imidazole and 
piperazine rings. After a single oral dose, or after multiple 
daily oral doses of ketoconazole, effective plasma levels are 
higher and longer lasting than those obtained with micon- 
azole. In eontradistinetion to some imidazole antifungal 
agents, ketoconazole at therapeutic doses apparently does 
not induce microsomal enzymes.’ 

The exact mechanism of action of ketoconazole has not 
been determined. In the yeast Candida albicans, both 
miconazole nitrate’ and ketoconazole,’ which are analogs, 
noticeably inhibit ergosterol biosynthesis. Inhibition prob- 
ably occurs through interference with one of the reactions 
involved in the removal of the 14-a-methyl group from 
lanosterol. Ergosterol is the major sterol found in most 
yeast and fungi. It is likely that through this mechanism, 
changes in permeability are produced in the fungal mem- 
branes that result in death of the organisms. Presumably, 
the dermatophytes would be affected in a similar manner, 
but no data supporting this are available. 

Cholesterol, not ergosterol, is the major lipid building 
block in mammalian cells. In therapeutic doses, ketocona- 
zole interferes little with human lipid metabolism, presum- 
ably because of the lesser importance of ergosterol and the 
availability of dietary cholesterol. In this study, there were 
no substantial changes in serum triglyceride levels, 
although minor decreases in cholesterol were noted in 16 of 
20 patients. Thus, a major difference in host and parasite 
lipid metabolism can be selectively exploited with ketocon- 
azole. 

Since ketoconazole interferes with a fundamental meta- 
bolic step in fungal metabolism, it is not surprising that its 
antifungal spectrum is broad. The in vitro spectrum and 
potency of ketoconazole is similar to miconazole and 
includes all dermatophytes studied, eg, T rubrum, Micro- 
sporum canis, Epidermophyton floccosum, plus several 
cutaneous and systemic pathogens, eg, C albicans, Blasto- 
mycosis dermatitidis, Coccidioides immitis, and Sporotri- 
chon schenckii? In animal studies, orally administered 
ketoconazole has been shown to be effective prophylactical- 
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Table 3.—Response of Palmar-Plantar Infection 


Results at End of Study 


After Therapy: 2-wk Follow-up 


On 


Mycological 


Clinical Smear 


Culture 


Mycological 


Clinical Smear Culture 


3 Markedly improved + Stable 


— B + 


Clear No lesions Clear No lesions 


Markedly improved — 
Clear xit 


Clear No lesions 


Clear No lesions 


+ Clear — — 
-— Clear No lesions 
Clear — — 


. 


Clear No lesions 


Clear No lesions Clear No lesions 
Clear No lesions Clear 


1 nes as 
1 Markedly improved — — Stable Not repeated 
1 Markedly improved + — Stable + + 
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1 ie -—- 
1 Markedly improved Stable — — 
1 Clear Clear — — 


1 Clear — 


18 
19 Clear 
20 Markedly improved * 





had returned to 50% to 60% of their condition before 
ketoconazole treatment. 


Adverse Effects 


Patients 2 and 4 experienced photophobia while receiv- 
ing ketoconazole therapy (Table 4). Both had normal 
findings from ophthalmologic examinations while experi- 
encing photophobia. Symptoms resolved when therapy was 
stopped. No changes were noted between the ophthalmo- 
logical examinations' findings before and after therapy in 
any patient. 

Four patients (11, 12, 16, and 17; Table 4) experienced 
mild pruritus, which was usually facial and was distin- 
guished by being perioral. The pruritus lasted only a few 
days and resolved before termination of therapy. No 
dermatitis was associated with the pruritus. Two patients 
(11 and 19) experienced transient nausea that lasted one to 
three days and resolved despite continued ketoconazole 
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therapy. Nausea was not thought to be drug related. Thus, 
six of 20 patients had mild side effects probably attribut- 
able to the drug. There were no serious side effects and 
treatment was not interrupted or stopped because of these 
minor problems. 

Several patients had preexisting laboratory abnormali- 
ties that did not change during therapy. One patient (13) 
had a transient rise in SGOT level from 24 to 50 mU/mL. 
The SGOT level was within the normal range when 
repeated after therapy. Minor increases and decreases 
were noted in serum cholesterol and triglyceride levels 
during therapy. The cholesterol levels decreased slightly in 
16 of 20 patients; however, the triglyceride levels increased 
in nine and decreased in eight subjects. The maximum 
variations observed in serum triglyceride levels included a 
decrease from 141 to 85 mg/dL and an increase from 1,275 
to 1,470 mg/dL. The average decrease in cholesterol level 
was 18 mg/dL, and the maximum changes were a decrease 
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Fig 2.—Patient 17 is representative of ery- 
throdermic and hyperkeratotic type pal- 
mar-plantar infection included in study. 





Fig 3.—Patient 4 is representative of exten- 
sive, minimally inflammatory glabrous skin 
infection included in study. 


left upper arm. 


Palmar and plantar infections responded more slowly. 
Two to three weeks were required for an initial response. 
Most lesions were markedly improved after six to eight 
weeks or less (Fig 7 and 8). Thirteen of 18 palmar-plantar 
infections were judged clear at the termination of therapy. 
The infection in the remaining six patients with palmar- 
plantar infections was markedly improved. The hands and 
feet healed at approximately the same rate. At the evalu- 
ation two and four weeks after therapy, the condition of 
none of the 17 patients had worsened or relapsed. Nail 
infections improved, although it was not the object of this 
study to document the rate or completeness of resolution. 

Additional follow-up evaluation was carried out five 
months after treatment in 19 of 20 patients; only four 
patients remained clear of infection, one was stable, and 14 
had relapses. Of those who had relapses, three were 
re-treated and 11 followed up further. No patient’s clinical 
status Was worse than before treatment. Nine of the 12 had 
relapses to approximately 25% of their pretreatment level 
of involvement. The remaining three patients’ infections 
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Fig 4.—Patient 5 is representative of exten- 
sive, minimally inflammatory glabrous skin 
infection included in study. 


Fig 5.—Patient 4. Pretreatment infection of 





Fig 6.—Patient 4. Condition markedly 
improved after 14 days of ketoconazole 
therapy. 





Fig 7.—Patient 20 represents plantar 
infection with erythema and scaling before 
ketoconazole therapy. 





Fig 8.—Patient 20 represents residual infection with erythema and 
scaling after 20 days of ketaconazole therapy, at which time 
infection was classified as improved. 
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rarely if ever improved spontaneously, were selected for this 
study. All patients had Trichophyton rubrum infection that had 
failed to respond to griseofulvin and/or multiple topical agents. 
An informed consent was obtained from each patient after the 
nature of the study was fully explained. 

Table 1 gives the clinical data before treatment with ketocona- 
zole. The average duration of infection was 20 years. Eighteen 
patients had infection of one or more palmar-plantar surfaces. 
Typically, the entire palmar or plantar surface was involved with 
an erythematous, scaling, and fissured hyperkeratotic process (Fig 
2). Sixteen patients had glabrous skin infection, and, on the 
average, 40% of the cutaneous surface was involved. Infection of 
the glabrous skin was characterized by extensive annular, exco- 
riated, scaling patches or plaques that were moderately inflamed 
(Fig 3 and 4). Seventeen patients had involvement of the finger- 
nails or toenails. Eighty-five percent of the patients failed to 
respond to griseofulvin therapy. Patients with infection that did 
not clear with griseofulvin therapy had received the usual dosage 
schedules or greater for three to 12 months. Most had been given 
multiple courses of griseofulvin. Absorption studies were not done, 
but relative resistance to griseofulvin was demonstrated in vitro 
in several isolates of T rubrum from some of the patients. 
Essentially, all patients had tried multiple topical antifungal 
preparations without substantial benefit. Two patients who were 
unresponsive to topical agents had gastrointestinal (GI) tract 
intolerance to griseofulvin therapy. Associated conditions included 
nine patients with atopy as manifested by asthma or hay fever, 
one with multiple family members extensively infected with tinea, 
one with diabetes mellitus, and one with benign thymoma. 


Protocol 


Before initiating therapy, we established clinical, mycological, 
and laboratory baselines. These included the following: (1) history 
and physical examination, (2) direct microscopic examination of 
skin scrapings (potassium hydroxide [KOH]) and culture of the 
infected sites under study, (3) complete blood cell count, 12-factor 
blood chemistry profile, urinalysis, prothrombin time, partial 
thromboplastin generation time, ESR, chest roentgenogram, and 
ophthalmological examination, and (4) clinical photographs of 
reference anatomical sites. 

Ketoconazole therapy was initiated by administering one oral, 
200-mg tablet daily. Since the drug is best absorbed from an acid 
gut, patients were advised to avoid antacids and to take the tablet 
at the beginning of a meal. When indicated (usually for slow 
treatment responses), the dose was increased to two 200-mg 
tablets, one with the morning meal and one with the evening 
meal, for a total dose of 400 mg/day. No other oral or topical 
antifungal agent was used during the study period, although 
medication for other conditions was permitted. 

The protocol specified that ketoconazole was to be received for a 
maximum of 60 days, after which time the mycological and 
laboratory evaluation previously described was to be repeated. At 
two-week intervals during the study, clinical, mycological, and 
limited laboratory tests, including hematologic profile, blood 
chemistry tests, and urinalysis, plus clinical photographs, were 
performed. No pregnant patients received treatment. One patient 
(16) received a pregnancy test at two-week intervals while receiv- 
ing ketoconazole. 

Response to therapy was evaluated by the following: (1) moni- 
toring the decrease in symptoms as noted by the patient, (2) 
repeated physical examination by the investigator, (3) photo- 
graphic documentation of the condition of the infected sites under 
study, and (4) microscopic examination and culture of skin scrap- 
ings. Evidence of resolution was sought by examining for a 
decrease in erythema, scaling, hyperkeratosis, and fissures and for 
the return of affected skin to normal consistency and color. 

At each evaluation, the infected sites examined were classified 
as follows: (A) clear, 100% resolution of all infected sites by eriteria 
1 to 4, (B) markedly improved, 90% resolution of all infected sites 
with minimal but definite residual dermatitis, or positive KOH or 
culture, (C) improved, some decrease in aforementioned criteria 1 
to 4, but with persistent lesions and positive or culture, and (D) no 
response, unchanged. No systematic effort was made to evaluate 
the response of infected nails to therapy. Adverse effects were 
monitored by the following: (1) querying each patient for new 
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*Number of palmar or plantar surfaces involved. 


symptoms or signs, (2) physical examination, and (3) the laborato- 
ry tests listed previously. 

At two and four weeks after completion of therapy, the clinical, 
mycological, and photographic evaluations were repeated to eval- 
uate for possible relapse. 


RESULTS 
Response to Therapy 


The condition of all patients undergoing therapy 
improved at least 90%. The infection in 13 patients cleared 
completely. Infection in the remaining seven was markedly 
improved (90%). Final assessment found no patient classi- 
fied in the improved or no response category, which would 
have represented failure in this clinical trial. The rate of 
improvement varied in different anatomical sites; howev- 
er, infection in all areas either improved or cleared by the 
time therapy was terminated. The response of the infected 
glabrous skin was more rapid than that of palmar-plantar 
skin. For this reason, the therapeutic responses observed in 
glabrous and in palmar-plantar skin sites have been tabu- 
lated and analyzed separately (Tables 2 and 3). 

A noticeable decrease in pruritus and scaling was noted 
within the first five to seven days of treatment in glabrous 
skin infection. After 14 days, the glabrous skin improved in 
two patients and cleared or markedly improved in 14 of 16 
patients (Fig 5 and 6). By the time ketoconazole therapy 
was terminated (27 to 70 days), the glabrous skin was clear 
in 14 of 16 patients. Although there were no lesions 
present, T rubrum was recovered on culture from previous- 
ly affected sites from the remaining two patients. Thus, 
the conditions of patients 2 and 4 were classified as 
markedly improved. Patient 2 relapsed one week after 
therapy. Patient 4, however, had no detectable lesions one 
month after termination of therapy. There were no differ- 
ences in the rates of response of infected glabrous skin in 
different anatomical areas. Two weeks after cessation of 
therapy, 13 of 16 patients were clear of infection, and after 
four weeks nine of 15, available for follow-up evaluation, 
remained clear of infection. 
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An Effective and Safe Treatment for Dermatophytosis 


Henry E. Jones, MD; James G. Simpson, MD; William M. Artis, PhD 


è This study demonstrates the efficacy and safety of ketocon- 
azole, a broad-spectrum oral antifungal agent administered to 20 
patients with severe, extensive, and recalcitrant Trichophyton 
rubrum infection. The average patient has had continuous 
infection for 20 years. Sixteen patients had glabrous skin infec- 
tion that encompassed an average of 40% of their skin surface. 
The remaining four patients had palmar-plantar infection. Keto- 
conazole was administered for 27 to 70 days in a daily oral dose 
of 200 or 400 mg. Initial clinical and mycological response 
occurred within five to seven days, and the glabrous and/or 
palmar-plantar skin changes improved at least 9096 in all 
patients. In 13 of these patients, the infection cleared completely. 
The only side effects experienced—pruritus in four patients and 
photophobia in two patients—did not necessitate interruption of 
therapy. Overall, ketoconazole was found to be an effective and 
safe therapy for dermatophytosis. Follow-up examinations of our 
cases five months later showed recrudescence in 7596 of them, 
which was not unexpected with these severe infections. 

(Arch Dermatol 1981;117:129-134) 


he national health survey of 1971 to 1974 established 

that cutaneous fungal infection, principally dermato- 
phytosis, was the second most prevalent skin disease in 
America.' Àn effective therapy for dermatophyte infection 
has long been sought. Griseofulvin, which was introduced 
in 1959, was the first orally effective antifungal agent used 
against dermatophytes. Although griseofulvin has sub- 
stantially reduced the publie health problem caused by 
tinea capitis, it has not proved effective in all forms of 
dermatophyte infection. As early as 1965, Anderson, in his 
review of the efficacy of griseofulvin, found that only 50% 
to 60% of the patients with tinea corporis, tinea pedis, and 
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tinea manuum were cured. The cure rate for dermatophyte 
infection of the toenails was only 20%. 

After 20 years of griseofulvin use, it is now clear that 
extensive tinea corporis, onychomycosis, and certain forms 
of tinea capitis, tinea pedis, and tinea manuum are the 
clinical-anatomical infection syndromes most recalcitrant 
to the drug. The addition of the topical imidazoles, micon- 
azole nitrate, and clotrimazole to oral griseofulvin therapy 
for dermatophytosis has not improved the cure rate dra- 
matically. 

Ketoconazole (Fig 1) is a water-soluble imidazole deriva- 
tive active in vitro against dermatophytic fungi at concen- 
trations achievable with oral treatment.** Subsequent in 
vivo studies showed that orally administered ketoconazole 
was effective both prophylactically and therapeutically in 
dermatophyte-infected guinea pigs.® This study will show 
the efficacy and safety of orally administered ketoconazole 
in the treatment of extremely severe and therapy-resis- 
tant human dermatophyte infections. 


PATIENTS AND METHODS 
Patients 


To test rigorously the efficacy of ketoconazole, 20 patients with 
severe, extensive, and/or chronic dermatophyte infections, which 





(-2[2,4-dichlorophenyl])- 
2-(1H-imidazol-I-yImethyl)-1.3-dioxolan-4-yImethoxy]phenyl!) pi- 
perazine. (C,,H,,CI,N,O,; molecular weight, 531.4). 


Fig 1.—Ketoconazole cis-1-acetyl-4 
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(fluocinolone acetonide) (fluocinolone acetonide) - 














Synalar Cream 0.01% 
Synalar Cream 0.025% 
Synalar: HP Cream 0.2% 


Synalar Ointment A 

















Synalar Solution 0.01% 
Synemol Cream 0.025% 





age the inflammatory manifestations of steroid-responsive 
dermatoses. Not for ophthalmic use 


Please see preceding page for brief 
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. Follow this blueprint 
for a more efficient, 
more profitable practice! 











(hat is a well-designed, efficient medical office? What size facility do you 


eed? How much will it cost? Should you build or rent? 
You've probably asked yourself those questions. They're tough ones to 


nswer and important ones. 


But you'll find the answers—detailed 


nes—the Planning Guide for Physicians Medical Facilities, published by 


ie American Medical Association. 


Whether you're building or remodeling your office or moving into your 


rst practice setting, this guidebook offers invaluable practical information 


n planning your office for maximum efficiency. Contents include: 


IASIC PLANNING: 
'LAN BEFORE BUILDING 


iasic Planning * Unit Planning * Locating 
ve Facility € Rent Versus Ownership e 
rofessional Planning Assistance * 
lospitals - Topography - Orientation * 
ihoice of Property e Financing the Building 
nd Equipment *e Parking * Access and 
arking 


IFFICE CONSTRUCTION: 
NSIDE AND OUT 


low Much Space * The Remodeled Building * 


nproving Leased Space * The New Building 


' Choice of Materials e Casework Walls - 


Partitions e Heating - Ventilating - Air 

Conditioning € Lighting and Electrical 

Service e Plumbing e Soundproofing * 
Landscaping 


YOUR OFFICE INTERIOR: 
PUTTING THE PIECES TOGETHER 


Reception Room * Reception and Business 
Office + Examining and Treatment Room e» 
Consultation Room * Laboratory e X-ray 
Rooms * Utility Storage Areas * Furniture - 
Fixtures - Equipment € Color e 

Larger Facilities 


OFFICE CONDOMINIUMS: 
WHAT YOU SHOULD KNOW 


| Order Dept., OP-439 


Name 





Address 


Please send me 
Guide for Physicians' Medical Facilities, OP-439. 
Price: $3.00 per copy. Enclosed is my check 
lórg. c nn 
accompany order. 


American Medical Association 
P.O. Box 821 
Monroe, Wisconsin 53566 


copy(ies) of the Planning 


, payable to the AMA. Payment must 


City/State/Zip 


Synaler ...... 


(fluocinolone acetonide) 


(fluocinolone acetonide) 





DESCRIPTION SYNALAR” and SYNEMOL” (fluocinolone 
acetonide) have the chemical name 6a. 9a-difluoro- 
16a-hydroxyprednisolone- 16. 17-acetonide 

SYNALAR cream0.025% cream 0.01% — The cream con- 
tains fluocinolone acetonide 0.25 mg./g. or O.1mg./g. in 
a water-washable aqueous base of stearic acid, 
propylene glycol, sorbitan monostearate and monoole- 
ate, polysorbate 60. purified water and citric acid with 
methylparaben and propylparaben as preservatives 
SYNALAR ointment 0.025% — The ointment contains fluo- 
cinolone acetonide 0.25 mg./g. in a white petrolatum 
U.S.P vehicle 


SYNALAR solution contains fluocinolone acetonide 0.1 
mg./g. in a water-washable base of propylene glycol with 
citric acid. 

SYNALAR-HP (fluocinolone acetonide) cream 0.2% — 
The cream contains fluocinolone acetonide 2 mg./g. in 
a water-.ashable aqueous base of stearyl alcohol, 
cetyl alcohol, mineral oil, propylene glycol. sorbitan 
monostearate, polysorbate 60, purified water and cit- 
ric acid with methylparaben and propylparaben as 
preservatives 


SYNEMOL (fluocinolone acetonide) cream 0.025% — The 
cream contains fluocinolone acetonide 0.25 mg./g. in 
a water-washable aqueous emollient base of stearyl 
alcohol. cetyl alcohol. mineral oil. propylene glycol. 
sorbitan monostearate. polysorbate 60, purified water 
and citric acid 


ACTIONS Topical steroids are primarily effective be- 
cause of their anti-inflammatory, antipruritic and vaso- 
constrictor action. 


INDICATIONS For relief of the inflammatory manifesta- 
tions of corticosteroid-responsive dermatoses 


CONTRAINDICATIONS Topical steroids are contraindi- 
cated in those patients with a history of hypersensitivity 
to any of the components of the preparation 

SYNALAR-HP* (fluocinolone acetonide) cream 0.2% 
should not be used on ir..ants up to two years of age 


PRECAUTIONS If irritation develops, the steroid should 
be discontinued and appropriate therapy instituted. In 
the presence of an infection the use of an appropriate 
antifungal or antibacterial agent should be instituted. If 
a favorable response does not occur promptly, the cor- 
ticosteroid should be discontinued until the infection has 
been adequately controlled. If extensive areas are treated 
or if occlusive technique is used, there will be increased sys- 
temic absorption of the corticosteroid and suitable precau- 
tions should be taken, particularly in children and infants, Al- 
though topical steroids have not been reported to hove an 
adverse effect on human pregnancy, the sofety of their use 
in pregnant women has not absolutely been established. In 
laboratory animals, increases in incidences of fetal abnor- 
malities have been associated with exposure of gestating 
females to topical corticosteroids, in some cases oat rather 
low dosage levels. Therefore, drugs of this class should not 
be used extensively on pregnant patients, in lorge amounts 
or for prolonged periods of time 

These products are not for ophthalmic use 

SYNALAR-HP cream should not be used for prolonged 
periods and the quantity per day should not exceed 2 g 

of formulated material 

ADVERSE REACTIONS The following local adverse reac- 

tions have been reported with topical corticosteroids: 
burning. itching. irritation, dryness, folliculitis, hypertri- 
chosis. acneform eruptions, hypopigmentation, perioral 
dermatitis. allergic contact dermatitis, maceration of 
the skin, secondary infection, skin atrophy, striae, 


miliana 


Syntex Laboratories, Inc. 
Palo Alto, California 94304 
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cpest Tor the Care ot dry, 
or premature aging 


or wrinkled skin... 


DUE TO EPIDERMA 
DEHYDRA HAN 














SUPPLIED: 2 OZ. TUBES WRITE FOR SAMPLES 


DOAK PHARMACAL CO.,INC. WESTBURY, N.Y.115! 


DISTRIBUTOR IN CANADA oe ze 
TRANS-CANADA DERMAPEUTICS LTD., MONTREAL H4R1E3, QUE 
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DOVE DOESN'T 





SOAP 1 





«n SOAP 14 


Landmark comparative Pci ea test proves DOVE "in a class by itself"! 
Superior to over 15 well-known soap brands. Superior even to the “mildest” soaps. 
Reason: DOVE is not a soap. Unlike soaps (which are all markedly alkaline), 
DOVE is a neutral cleansing bar. Has a pH of 7. Is 25% moisturizer. And 0% alkali. 
Thus it cannot strain the skin's natural buffering capacity. Cannot harm normal 
or damaged skin. Authoritative laboratory and clinical tests prove it.” 
Recommend DOVE with confidence. An ideal adjunct for treatment of commonly 
seen dermatoses. For infants, children, adults, the aged. For normal skin, too. 


1. Frosch PJ, Kligman AM: J Am Acad Dermatol 1:35, 1979. 2. Monograph of laboratory and clinical studies available on request? 
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Introducing 


The Only Antibiotic Cream 
Specific for Acne Vulgaris. 


CREAM 1% 
(1 mes cline 
sulfosalicylate) 

Indication: MECLAN Cream is indi- 
cated for topical application in the 
treatment of acne vulgaris. 
Contraindications: MECLAN is con- 
traindicated in persons who have 
shown hypersensitivity to any of its 
ingredients or to any of the other 
tetracyclines. 
Warnings: Although no absorption has 
been demonstrated by 28-day inunc- 
tion. studies in humans, the possibility 
exists that significant percutaneous 
absorption may result from prolonged 
use. Therefore, caution is advised in 
administering MECLAN ( meclocycline 
sulfosalicylate ) to persons with hepat- 
ic or renal dysfunction. 
Precautions: This drug is for external 
use only and should be kept out of the 
eyes, nose, and mouth. 
Pregnancy: Pregnancy Category B. 
Reproduction studies have been per- 
formed in rats and rabbits at oral 
doses up to 1000 times the human 
dose (assuming the human dose to be 
one gram of cream per day) and have 
revealed no evidence of impaired fer- 
tility or harm to the fetus due to 
meclocycline sulfosalicylate. There 
was, however, a slight delay in ossifica- 
tion in rabbits when meclocycline was 
applied topically. There are no ade- 
quate and well-controlled studies in 
pregnant women. Because animal re- 
production studies are not always 
predictive of human response, this 
drug should be used during pregnancy 
only if clearly needed. 
Nursing Motbers: It is not known 
whether this drug is excreted in 
human milk. Because many drugs are 
excreted in human milk, caution 
should be exercised when meclocy- 
cline sulfosalicylate is administered to 
a nursing woman. 
Adverse Reactions: MECLAN is well 
tolerated by the skin. In the clinical 
trials there was one report of acute 
contact dermatitis. There were iso- 
lated reports of skin irritation. Tem- 
porary follicular staining may occur 
with excessive application. Patch test- 
ing has demonstrated no photosen- 
sitivity or contact allergy potential. 
Dosage and Administration: It is rec- 
ommended that MECLAN be applied 
to the affected area twice daily, morn- 
ing and evening. Less frequent appli- 
cation may be used depending on 
patient response. Excessive use of 
MECLAN Cream may cause staining of 
some fabrics. 
How Supplied: MECLAN 
( meclocycline sulfosalicylate ) Cream 
1% is supplied in 20 gram sealed tubes. 


DERMATOLOGICAL DIVISION 
ORTHO PHARMACEUTICAL CORPORATION 
Raritan, New Jersey 08869 
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Expand Your Horizons  . 
And Those of Your 
Nursing Home Patients 
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This compilation of articles and memoranda is geared to 
further your understanding of your role in regard to: your 
nursing home patients; their families; and the nursing home 
staff. Published by the American Medical Association, The 
Medical Director in the Long-Term Care Facility is the 
only book of its kind. 


The Table of Contents includes: 


e Doctor s Role in the Nursing Home 

e Medical Direction in Long-Term Care Facilities 

e Role Relationships of the Medical Director 

e The Role of the Physician in Long-Term Care 
Facilities—The Administrator s Viewpoint 

e Federal Regulations and Proposed Duties for the 
Medical Director in the Skilled Nursing Facility 

e The Nursing Home's Medical Director— 
A New Breed of Mentor 


The Medical Director in the Long-Term Care Facility 
should help you to meet the nursing home problems which 
you encounter. Use the coupon to order this valuable 
compendium today. 
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MEGAN —specifically for acne, specifically for the dermatologist. 
No other antibiotic combines these important attributes: Impressive efficacy. 
No reports of systemic side effects.* An extremely low potential for local adverse 
reactions. And an alcohol-free cream formulation. 










" a s 
Impressive clinical efficacy. — . 1Vo reports of sy. 
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In multicenter, Ne i 1d, E 
controlled studies of patient ; with oder- 
ate-to-severe (grades II and Il) acne " 
vulgaris, MECLAN 
alone was applied 
twice daily for 11 
weeks to 70 of 134 
patients; the remain- 
ing patients were 
treated by placebo. 
After only 5 weeks, 
papules and pus- 
tules were reduced 
49% (median). 


Extremely 

low potential 
for local adverse 
reactions. * 


Patch testing re- 
vealed no photo- 
sensitivity potential. 
Contact allergy 

and skin irritation 
were extremely rare. 
And no follicular 
staining has been reported, excepti 
with excessive use.’ 


ystemic side effects." 


Ody inunction studies, up to 
s the average treatment dose of 
was applied to the arms, legs and 


backs of 20 subjects 
twice daily for 28 
days. No measurable 
amounts of meclo- 
cycline appeared in 
the blood or urine, 
nor was there 

any evidence of 
systemic toxic 
potential." 


Alcohol -free, 
nonstinging, non- 
burning cream 
formulation. 


MECLAN is the only 
antibiotic for acne 
available in a van- 

ishing cream base. 


Because it is non- 


stinging, nonburn- 
ing and alcohol-free, 


is MEC AN hi h as a ene potential for irritation 
) 1ema. And MECLAN cream is a stable 
with a two-year shelf life. 


"As with all tetracycline derivatives, the possibility exists that significant percutaneous absorption may result from prolonged use. Therefore, caution is advised 
in administering MECLAN to persons with hepatic or renal dysfunction. There are no adequate and well-controlled studies in pregnant or nursing women. 


"Data on file, Dermatological Division, Ortho Pharmaceutical Corporation. 


Please see the following page for prescribing information. 


Introducing 
the first 
antibiotic cream 


specific for 


acne vulgaris. 


meclocycline 
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ORTHO 


EPIFOAM 

(hydrocortisone acetate 1% in a base of pramoxine 
HCI, propylene glycol, cetyl alcohol, PEG-100 stear- 
ate, glyceryl stearate, laureth-23, polyoxyl-40 stear- 
ate, methylparaben, propylparaben, trolamine or 
hydrochloric acid to adjust pH, purified water, butane 
and propane propellants [inert]). 


Before prescribing, see complete product information 
of which the following is a brief summary 


Contraindications: Topical steroids are contraindi- 
cated in those patients with a history of hypersensi- 
tivity to any of the components of the preparation 


Precautions: If irritation develops, the product should 
be discontinued and appropriate therapy instituted 


In the presence of an infection, the use of appropriate 
antifungal or antibacterial agents should be instituted. 
If a favorable response does not occur promptly, the 
corticosteroid should be discontinued until the infec- 
tion has been adequately controlled. 


If extensive areas are treated or if the occlusive tech- 
nique is used, the possibility exists of increased sys- 
temic absorption of the corticosteroid and suitable 
precautions should be taken particularly in children 
and infants. 


Although topical steroids have not been reported to 
have an adverse effect on human pregnancy, the safe- 
ty of their use in pregnant women has not absolutely 
been established. In laboratory animals, increases in 
incidence of fetal abnormalities have been associated 
with exposure of gestating females to topical cortico- 
steroids, in some cases at rather low dosage levels. 
Therefore, drugs of this class should not be used ex- 
tensively on pregnant patients, in large amounts, or 
for prolonged periods of time. 


This product is not for ophthalmic use. 


Adverse Reactions: Tne following local adverse reac- 
tions have been reported with topical corticosteroids: 
burning, itching, irritation, dryness, folliculitis, hyper- 
trichosis, acneiform eruptions, hypopigmentation, 
allergic contact dermatitis, maceration of the skin, 
secondary infection, skin atrophy, striae, and miliaria 


Dosage and Administration: Apply to affected areas 2 
or 4 times daily. Transfer the medication to a pad and 
apply gently, or apply the foam directly. 


How Supplied: Available in 10 g pressurized cans 


[G Reed & Carnrick/Kenilworth, N.J. 07033 


pre-tection 


pre — before; as in before exposure to irritating 
alkaline substances. 


tection — from the Latin, technicus, referring to 
an art or craft, as in the art of caring for a 
patient's skin. 


pretection — the art of using pH-Stabil to protect 
your patients against primary irritant dermatitis 
due to contact with alkalis or solvents. 
pH-Stabil contains no silicone, no steroids. Its 
unique ion exchange system formulation protects 
your patients in the workplace and at home. 
Call Toll Free 800-543-3000, ext. 2014, now, to 
request copies of clinical papers and samples of 
pH-Stabil for evaluation in your practice. 
Specify pH-Stabil to 

Pre-tect your patients. 


Hermal Pharmaceutical Laboratories, Inc. 
Oak Hill, New York 12460 
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Itching from scabies can be maddening. And 
with scabies (unlike most other disease states) 
the first symptom is the last to go even though 
the cause has been eliminated. Dead mites, 
eggs and fecal matter remain in the stratum 
corneum where they can continue to cause se- 
vere irritation and itching for a week or longer. 
In spite of your directions to the contrary, the 
persistence of the itch may lead some patients 
to reapply their scabies medication unneces- 
Sarily. So, after you have killed the scabies 
mites with KWELL® (lindane 1%)*—the scabi- 
cide of choice—kill the itch 


EPIFOAM™ (hydrocortisone acetate 1%): 
for the irritation and inflammation of post- 
scabietic itch. 


EPIFOAM is effective follow-up therapy for the 
intolerable symptom of scabies—the itch. It 
contains hydrocortisone acetate—widely rec- 


Epifoam 
(hydrocortisone acetate 1%) 


THE SECOND HALF 
OF SCABIES THERAPY. 





AFTER YOU KILL THE ITCH MITES, 
KILL THE ITCH. 


ognized for its antipruritic and anti-inflamma- 
tory actions.* 


EPIFOAM is cosmetically elegant: nongreasy, 
nonstaining and smooths easily into the skin 
Its unique foam base is a soft touch for tender. 
irritated skin. 


EPIFOAM is supplied in a push button, 10 g 
aerosol for quick and convenient application. 

EPIFOAM. So you can kill the itch after you 
kill the itch mite 


*Before prescribing KWELL® Cream or Lotion, please 
see full prescribing information, a summary of which 
appears on the preceding page 


REFERENCES: 1. Stone OJ: Cont Ed Fam Phys 3 (No 
3).40, March 1975. 2. Modell W (ed): Drugs of Choice 
1978-1979. St. Louis, CV Mosby Co, 1978, p. 729 


Reed & Carnrick 
Kenilworth, N.J. 07033 
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THE ONLY WAY TO | 


END THE EPIDEMIC 
IS OVER HER DEAD 
BODY. 





Kill the female itch mite (sarcoptes 
scabiei) and you've stopped the current 
scabies epidemic. Because when she 
burrows deep into the stratum corneum, 
she defies diagnosis and resists removal 
by surface-acting medications and 
cleansers. Her success has been making 
headlines around the country— with re- 
ports of scabies outbreaks in rural and 
suburban areas as well as in the cities. 

A quick and simple diagnosis. 
Scabies can mimic a number of der- 
matological conditions,'-? such as urticaria, furunculosis 
and dermatitis—as well as syphilis, with which it may 
coexist. But there's an almost foolproof way to recognize 
it. Even in the absence of the fierce nocturnal itching? and 
the lesion distribution characteristic of the disease 
(hands, wrists and elbows in 9 out of 10 cases),' a quick 
microscopic look can confirm your scabies diagnosis. 

To demonstrate the itch mite, look for an unscratched, 
inhabited burrow (wherever the patient says he itches at 
that very moment is a likely spot). Use a strong light, a 
magnifying glass and a surgical blade to which a drop of 
mineral oil is added. Scrape several sites. Transfer the 
material to a slide, cover and examine under low power 
magnification." 34 (If you don't spot any parasites in egg, 
larvae or adult stages, look for their red fecal compac- 
tions. They can be just as diagnostic.) 


Kwell: penetrating action to kill mites, their eggs and 
larvae. Once you've found scabies, there's a positive way 
to eradicate it. Kwell (lindane) 195 Lotion or Cream. It 
penetrates to reach the scabietic burrows, kill the female 
mites and, of course, the less tenacious males, as well as 
their eggs and any larvae that may have hatched. In fact, 
Kwell works so consistently and well against scabies that 

. it has been the most widely prescribed scabicide for three 
decades. 


Cream/Lotion 





Nearly 100% effective. The clinical 
record of Kwell has never been sur- 
passed by any other pediculicide. It is 
“nearly 100% effective,"" and often 
works with a single application 
(a second or third application may be 
made at weekly intervals, if needed). 
Your patients will appreciate the low 
risk of sensitization and irritation. 6 
And you will appreciate that Kwell 
works so predictably that it serves to 
confirm your diagnosis of scabies. 
Not many pharmaceutical preparations can match that 
record of dependability. 

CONTRAINDICATIONS: KWELL Cream and Lotion are contraindicated for 


individuals with known sensitivity to the product or any of its components. 


WARNING: KWELL CREAM AND LOTION SHOULD BE USED WITH CAUTION 
ESPECIALLY ON INFANTS, CHILDREN, AND PREGNANT WOMEN. 
LINDANE PENETRATES HUMAN SKIN AND HAS THE POTENTIAL FOR CNS 
TOXICITY. STUDIES INDICATE THAT POTENTIAL TOXIC EFFECTS OF 
TOPICALLY APPLIED LINDANE ARE GREATER IN THE YOUNG. Seizures have 
been reported after the use of lindane but a cause and effect relationship has not 
been established. 

Simultaneous application of creams, ointments, or oils may enhance the 
percutaneous absorption of lindane. 

PRECAUTIONS: If accidental ingestion occurs, prompt gastric lavage will rid the 
body of large amounts of the toxicant. However, since oils favor absorption, 
saline cathartics for intestinal evacuation should be given rather than oil laxatives. 
If central nervous system manifestations occur, they can be antagonized by the 
administration of pentobarbital or phenobarbital. 

If accidental contact with eyes occurs, flush with water. If irritation or 
sensitization occurs, discontinue use and contact a physician. 

ADVERSE REACTIONS: Eczematous eruptions due to irritation from this product 
have been reported. 

REFERENCES: 1. Patient Care 7:94, Nov. 1, 1973. 2. Stankler, L.: Practitioner 
210:803, June 1973. 3. Domonkos, A.N. (ed.): Andrews’ Diseases of the Skin: 
Clinical Dermatology, ed. 6, Philadelphia, W.B. Saunders Company, 1971, 

pp. 511-513. 4. Muller, G., et al: Arch. Dermatol. 107:70, Jan. 1973. 5. James, 
B.H.E.: Br. Med. J. 1:178, Jan. 15, 1972. 6. Sollman, T.: A Manual of Pharma- 
cology, ed. 8, Philadelphia, W.B. Saunders Company, 1957, p. 178. 


SEM courtesy of J.M. Rower, M.D., Columbus, Ohio 


[ [CREED & CARNRICK 


Kenilworth, New Jersey 07033 


KWELL.a:7 


THE SCABICIDE OF CHOICE. 


An unsurpassed standard of therapy 
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` News and Notes 


Seminar.— The ASPEN summer skin 
seminar will be conducted July 15-19, 
1981, at Given Institute of Pathobiolo- 
gy, Aspen, Colo. This five-day seminar 
is designed to provide the practicing 
dermatologist with (1) a review and 
update of dermatologic therapeutics 
and (2) a balance of clinical and scien- 
tific presentations relevant to the 
practice of dermatology. Projected 
slides and handout material will be 
used. The goal of the seminar is to 
provide both practical information 
that can be used in the daily practice 
of dermatology and more basic infor- 
mation that will aid the participant in 
passing the self-assessment examina- 
tion of the American Academy of Der- 
matology or the American Board of 
Dermatology examination. The course 
will also allow time for hiking, fishing, 
shopping, or attending the Aspen 
Music Festival. 

The registration fee is $230. Physi- 
cians practicing in Colorado may 
attend for $184. 

For further information or registra- 
tion, contact the Office of Postgrad- 
uate Medical Education, the Universi- 
ty of Colorado School of Medicine, 
4200 E Ninth Ave, Denver, CO 80262; 
or call (308) 394-5241. 


Symposium.— "The Dermatologic 
Problems of Interest to Internists,” a 
symposium, cosponsored by the Eisen- 
hower Medical Center and Stanford 
University School of Medicine, De- 
partment of Dermatology, will be con- 
ducted March 2-4, 1981, at the Mar- 
riott’s Rancho Las Palmas Resort, 
Rancho Mirage, Calif. 

The meeting will emphasize sys- 
temic diseases, common and infec- 
tious dermatoses, malignant skin 
lesions, as well as the latest in 
dermatologic therapy. For further 
information, write to Paul H. Jacobs, 
MD, Department of Dermatology, 
Stanford University School of Medi- 
* eine, Stanford, CA 94305; or call (415) 
497-6101. 


Examination.—The final expiration 
date for the examination for special 
competence in dermatopathology ap- 
plications under the “experience” cat- 
egory is*Dec 31, 1981. The Dermatopa- 
thology Qualifications Committee will 
consider applications from persons 
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who hold a basic certificate from the 
American Board of Dermatology or 
the American Board of Pathology 
(anatomic pathology or anatomic and 
clinical pathology) and two years of 
experience in dermatopathology ac- 
ceptable to the committee. The train- 
ing requirements for basic certifica- 
tion must have been completed before 
Dec 31, 1977, and the two years of 
acceptable experience in dermatopa- 
thology must have been completed 
before Dec 31, 1979. 

After Dec 31, 1981, applications will 
be accepted only from those candi- 
dates (regardless of the date of com- 
pletion of residency training) who 
have had one year of full-time resi- 
dency training in dermatopathology 
in a dermatopathology residency 
training program that has been 
approved by the Residency Review 
Committee for Dermatopathology and 
accredited by the Liaison Committee 
for Graduate Medical Education. 

Persons who believe they may qual- 
ify for the special competence exami- 
nation in dermatopathology as a 
result of the “experience” clause 
should write for an application form 
from the office of either the American 
Board of Dermatology, Henry Ford 
Hospital, Detroit, MI 48202, or the 
American Board of Pathology, PO Box 
24695, 112 Lincoln Center, 5401 W 
Kennedy Blvd, Tampa, FL 33623. 


Workshop.—A two-day dermatopa- 
thology workshop, will be conducted 
May 18-19, 1981, at the University of 
Massachusetts Medical School, Wor- 
cester. 

The workshop will include the study 
of 100 unidentified microscopic slides 
of inflammatory dermatoses and skin 
tumors. The faculty members include 
Drs Jag Bhawan, Martin H. Brown- 
stein, Herman Pinkus, and Kurt 
Stenn. 

The course meets the criteria for 16 
credit hours of category 1 of the Phy- 
sician’s Recognition Award of the 
American Medical Association, to- 
ward category 1-AE (Academy Equiv- 
alent) of the American Academy of 
Dermatology continuing education 
award and category 1-A of the pathol- 
ogy continuing medical education cer- 
tificate of the American Society of 
Clinical Pathologists, provided it is 
used and completed as designated. 

The course is being sponsored by 
the Office of Continuing Medical Edu- 
cation, Department of Pathology, 
University of Massachusetts Medical 
School, Worcester, cosponsored by the 
American Society of Dermatopatholo- 


gy, and endorsed by American Society 
of Clinieal Pathology. 

For further information, write to 
Jag Bhawan, MD (Course Director), 
University of Massachusetts Medical 
School, Worcester, MA 01605; or call 
(617) 856-2412. 


Course.—A course entitled "Derma- 
topathology: A Practical Self-assess- 
ment Course,” coordinated by 
W. Clark Lambert, MD, will be con- 
ducted May 9-10, 1981, at The College 
of Medicine and Dentistry of New 
Jersey-New Jersey Medieal School, 
Newark. For further registration in- 
formation, write to the College of 
Medicine and Dentistry of New Jer- 
sey-Office of Continuing Education, 
100 Bergen St, Newark, NJ 07103; or 
call (201) 456-4267. 


Dermatology Seminar.—A seminar 
entitled “Dermabrasion Chemical 
Peel Excision Surgery” is scheduled 
for May 14-17, 1981, at the Ritz Carl- 
ton Hotel and Northwestern Universi- 
ty Medical School in Chicago. The 
seminar is endorsed by the American 
Society for Dermatologic Surgery 
(ASDS) and is co-directed by Drs J. B. 
Pinsky, June K. Robinson, and Henry 
H. Roenigk, Jr. In this seminar, der- 
mabrasion chemical peel excision sur- 
gery will be taught through lectures, 
informal panel discussions, video- 
tapes, and workshops with patient 
demonstrations. The faculty includes 
Michael Albom, MD, New York Uni- 
versity Medical Center; Thomas Alt, 
MD, University of Minnesota; George 
Farber, MD, Tulane University; 
Thomas B. Fitzpatrick, MD, Harvard 
Medical School; B. Herold Griffith, 
MD, Northwestern University; Nor- 
man Orentreich, MD, New York Uni- 
versity Medical Center; J. B. Pinsky, 
MD, Northwestern University; Sorrel 
S. Resnik, MD, University of Miami; 
June K. Robinson, MD, Northwestern 
University; Henry H. Roenigk, Jr, 
MD, Northwestern University; Theo- 
dore S. Tromovitch, MD, University of 
California; and John M. Yarborough, 
MD, Tulane University. 

The registration fee for this semi- 
nar is $525 for physician ASDS mem- 
bers, $600 for physician non-ASDS 
members, and $300 for resident physi- 
cians. 

For further information, a registra- 
tion form, or a registration fee pay- 
ment, contact J. B. Pinsky, MD, Amer- 
ican Society for Dermatologic Sur- 
gery, Ine, Suite 3404, 55 E Washington 
St, Chicago, IL 60602. 


News and Notes 27A 


—ss' 
XS iss f Aint dC, ae ic EE £e si RCM TE ae: he imr 


p Ll tm TRS 


-a 


° y D i a t 
EA A SO N T OE SN 


T2121. ee 


t 


^ 2 4 


za - MES 


eee. awe V uo 





NE. Cua ER T MM 





- 
- ~a ee —— m pae n. l < 
1e t 195 mae > 

— inaa; "a A S s a= p - » 





‘Amcinonide 


RI cream 0.1% with AQUATAIN * Hydrophilic Bas 


these important benefits 





warrant your investigation 





B.LD. Therapy 


Efficacy demonstrated using 
convenient, economical twice-a- 
day regimen—for patients with 
eczematous dermatoses: 


Rapid Relief 





Clinical studies show early, 

consistent response rates in 
a full range of steroid re- 
$i sponsive dermatoses” 


> 
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DESCRIPTION 0.1% topical cream 
with AQU ATAIN* hydrophylic base. 


Each gram of CYCLOCORT topical 
cream contains | mg (0.1%) of the Ra’ 
Steroid, amcinonide in AQUATAIN, 
specially formulated base com- 
posed of emulsifying wax 
NF, isopropyl palmitate, 
glycerin USP, sorbitol 
solution USP, lactic 
acid, 2% benzyl 
alcohol and 
puritied 
water. 


HIGH 


VASOCONSTRICTIVE 


ACTIVITY 


demonstrated in skin- 
blanching comparisons with 
leading topical corticosteroids’ 


OUTSTANDING 
EFFICACY IN 
PSORIASIS 


Shown highly effective for trea! 
ment of psoriasis in more than 2 
clinical studies 





ACTION Topical steroids are primarily effec- 
tive because of their anti-inflammatory, anti- 
pruritic, and vasoconstrictive actions. 


INDICATIONS For relief of the inflammatory 
manifestations of corticosteroid-responsive 
dermatoses. 


CONTRAINDICATIONS Topical steroids are 
contraindicated in those patients with a history 
of hypersensitivity to any of the components of 
the preparation. 


PRECAUTIONS If irritation develops, the 
product should be discontinued and appropriate 
therapy institüted. 


In the presence of an infection the use of an 
appropriate antifungal or antibacterial agent 
should be instituted. If a favorable response 
does not occur promptly, the corticosteroid 
should be discontinued until the infection has 
been adequately controlled. 


If extensive areas are treated or if an occlusive 
technique is used there will be increased sys- 
temic absorption of the corticosteroid and suit- 
able precautions should be taken, particularly in 
children and infants. 


Although topical steroids have not been 
reported to have an adverse effect on human 
pregnancy, the safety of their use in pregnant 
women has not absolutely been established. In 


laboratory animals, increases in incidence of 


fetal abnormalities have been associated with 
exposure of gestating females to topical corti- 
costeroids, in some cases at rather low dosage 
levels. Therefore drugs of this class should not 


be used extensively on pregnant patients, in 
targe amounts, or for prolonged periods of time. 


© The product is not for ophthalmic use. 


_ ADVERSE REACTIONS The following 
local adverse reactions have been reported 
~ with topical corticosteroids, especially 

under occlusive dressings: burning, 
itching, irritation, dryness, folliculitis, 
| hypertrichosis, acneiform eruptions, 
Bronson. perioral dermatitis, 
gic Bonne dermatitis, maceration of 

i n, secondary infection, skin atro- 
ştriac and miliaria. 


DOSAGE AND ADMINISTRATION Apply 
light film to affected areas 2 or 3 times dail 
The cream should be rubbed in gently and tho 
oughly until it disappears. 


HOW SUPPLIED 0.1% Topical Cream Avail 
ble in 15 and 60 Gram tubes. REV.9/ 





Unique Aquatair 
Base 


Contains 74. 
humectants 


*Trademark American Cyanamid Company 

TNote: Although many investigators believe vasoco 
strictor activity studies offer an indication of potent 
clinical anti-inflammatory efficacy, no definite correlati 
has been proven. 

1. Rosenberg. EW: Cutis 24:642-645. Dec.. 1979. 2. Da 
on file. Medical Department. Lederle Laboratorie 
3. Woodford. R and Haigh. JM. Curr. Ther. Res. i 
(3)301:310. Sept.. 1979 


3% water, tw 





LEDERLE LABORATORIES 


A Division of American Cyanamid Compar 
Wayne, New Jersey 07470 * >. 


© 1981 Lederle Laboratories 31s 


sted fair, good, or excellent 
sponse in almost 90% of psori- 
is cases. 





The Verdict: 
*YCLOCORT 


Amcinonide 
use resulted in 
ew drug-related 


side effects 


de effects during the study 
ere infrequent in incidence and 
nerally mild in nature. Burn- 
g or stinging were the most 
immon adverse experiences, 
aking up more than half of 
ported side effects. Pruritus 
id soreness were the only other 
ported side effects noted in five 
‘more instances. 








Total patients 2,260 
treated 
Total side effects 55 
reported 

Total patients with 40 
side effects 
Percent of patients 1.8% 


with side effects 


THE VERDICT: 
CYCLOCORT FOUND 

HIGHLY ACCEPTABLE 
BY PATIENTS 


The impressive therapeutic 
results achieved with CYCLO- 
CORT were accompanied by 
excellent patient compliance and 
a high degree of acceptance. The 
vast majority of subjects found 
CYCLOCORT to be soothing, 
easy to apply, non-staining, and 
without significant burning, 
itching, stinging, or soreness on 
application. Patient responses to 
questions concerning various 
properties of CYCLOCORT are 
summarized in the following 


table: 


PATIENT EVALUATION RESULTS 


Was the 
medication 
soothing? 


Did it cause 
burning? 


Did it cause 
itching? 


Did it cause 
soreness? 


Did it cause 
stinging? 


Was it greasy? 
Was it easy 
to apply? 


Did it stain 
clothes? 


Did it stain 
skin? 


Did it rüb in 
well? 


uf 


TThese percentages do not add up to 100% 
because of small numbers of patients not 


Percentage Response + 


No 


No Yes Opinion 


78 858 
907. 66 
930 39 
954 20 
914 60 
90.6". 57 

86 886 

5083 «35 
960 11^ 
127 840 


responding to specific questions. 


Please see last page of advertisement for 
full prescribing information. á 
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VOLUME I, NUMBER 1 


Findings Announced 


SPECIAL EDITION 


CYCLOCORT Amcinonide 


consistently effective in treatmen 
of steroid-responsive dermatoses 





The Verdict: 
CYCLOCORT 
Cream 0.1% 
demonstrates 
outstanding efficacy 
in the most 
frequently seen 
dermatoses 


In the largest open trial* ever 
conducted for a topical cortico- 
steroid, 187 dermatologists 
throughout the country treated 
2,260 patients with CYCLO- 
CORT, either 5.i.d. or t.i.d., for 
a mean of 20 days. A total of 
1,976 patients completed a 
course of therapy and were eval- 
uable—with the following phy- 
sician-rated results: 


hw 


Note: Overall improvement was 
assessed using the following scale: 
1) Cleared—complete cure obtained: 
(2) Excellent—Symptoms significantly 
decreased (>/5% improvement); 
(3) Good — Symptoms considerably 
milder (5076 improvement); (4) Fair— 
Symptoms slightly decreased (72596 
improvement); (5) Poor— Symptoms 
very d decreased («2596 improve- 
ment); (6) No effect— Symptoms 
unchanged; (7) Exacerbation— Symp- 
toms worse. 
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Er] Cleared, excellent or good 

P^ - 

ZA Far 

ES Poor, no effect or exacerbation 


*Dataon file, Medical Department, Lederle pio 
tories (complete report of study available uS: 


request). yi T 
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When patients were asked 
evaluate therapeutic result 
their ratings were remarkab 
similar to those of physician 
Approximately 80% of the tot 
study population noted good | 
excellent response to treatme 
of dermatitis-associated ras; 
itching, burning and pain. Co 
tact and seborrheic dermatit 
were the most favorably rate 
diagnoses, each receiving abo 
90% good or excellent rs 
sponses, and only about 3% po: 
responses. 





THE VERDICT: . 
CYCLOCORT NOTABL 
EFFECTIVE 
IN PSORIASIS 


Psoriasis was the single mo 
commonly evaluated dermatos 
during the trial, affecting 21.8* 
of patients. Even for this diff 
cult-to-treat condition, invest 
gators noted clearing or good-t« 
excellent response in over 60° 
of cases and fair, good, excelle 


or clearing in more than 80%« 


Vieh Janis Jor n: pel xad 


RV. E E ARS ces d QT FAR 4 Ex 


"v o * $ An 
A M ‘ XM A An 
EN 3 1 
Nome aS 
` n t i A ! 
y E "i : 


u 
; 









an 


Contents: 5% benzoyl peroxide in a solid, soap-free, 
detergent base. 

Size: 4 oz, (113.4 grams). 

Patient Directions: Using warm water, wash the affected 
areas for one to two minutes. Rinse lather off thoroughly. 
Pat dry with a clean towel. Use once or twice daily as 
directed by physician. 

IMPORTANT: Complete patient instructions are on 
package. 

Caution: Avoid contact with eyes and mucous 
membranes. May bleach colored fabrics. 


For Starter Samples, call us 
TOLL-FREE: 1-800-327-3858. 
In Florida, call collect: 1-305-443-3807 


Stiefel Laboratories, Inc. 


Coral Gables, Florida 33134 STIEFEL 





Od 


Supplied in its own, permanent soap dish 
to keep it dry and long-lasting. 


anOxy 


(Benzoyl Peroxide 5%) 


It fits in 
with the way kids 
want to take care 
of themselves 


PanOxyl Bar is a remarkable accomplish- 
ment of pharmaceutical design. It gives your acne 
patients all the qualities of an elegant, richly- 
lathering cleansing bar— plus the effectiveness 
you expect of benzoyl peroxide. 


Because the cleansing bar form is as easy to 
use as soap and water, more of your patients are 
likely to comply with your regimens. 

You can use PanOxyl Bar in mild cases of 
acne or as an adjunct to your regular therapy. 


Perhaps best of all, PanOxyl Bar is wonder- 
fully economical (far more so than liquid washes), . 
because one bar will last for weeks and weeks. 


-Clearly reduces a 
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Severity and incidence of drug-related side effects* — Clearly less sensitizing. 





CLEAR BY DESIGN " 10% benzoyl peroxide The results of a modified repeated 
insult test with 60 patients? 
Burning/Itching [o showed that CL IGN™ 





is less allergenic than a 10% 
benzoyl peroxide preparation. 
Nine subjects out of 30 (30% 
were sensitized to the 10% 
formulation. Only 2 out of 30 

%) were sensitized to AR 
BY DESIGN. 


“Herbert Laboratories Technical Report #61. 


Sensitization rate. 


6.7% CLEAR BY DESIGN 


Water base designed 
for compliance. 


Specially formulated to exclude 
all potential sensitizers and irri- 
tants. Preservative-free, fragrance- 
free, and acetone-free. Plus 
CLEAR BY DESIGN is colorless 
and greaseless. Not a messy 


coverup. LO, 


side effects pecs ~~? N 





Erythema (%) 





No 
side effects 


Mild 
side effects 








*After 8 weeks toi © Jaj 


CLEAR BY DESIGN — Herbert Laboratories ALS 
i Dermatology Division of A 
Low strength acne therapy clearly designed Allergan Phühimaciuncalz ihe 


' ` for high levels of efficacy and compliance. Irvine, California 92713 
21A 





Clinical studies Shedd prove comparable efficacy with 
| less irritation than 10% benzoyl peroxide. 














Clearly as effective. Clearly less irritating. 

A 50 patient, double-blind study! The same study revealed that 
showed that CLEAR BY DESIGN™ there was significantly less 
significantly reduced the number erythema, peeling, burning an 
of papules, pustules, and total itching with CLEAR BY DESIGN 
lesions. What's more, there was than with 1096 benzoyl peroxide. 
no significant difference in rate Your patients will use CLEAR B 
of acne lesion reduction between DESIGN because it's gentler on 
CLEAR BY DESIGN and 10% their faces. 

below). 


' Herbert Laboratories Technical Report #57. 


Percent reduction of lesions. 





10% benzoyl peroxide 





CLEAR BY DESIGN 
(2.5% benzoy! peroxide) 
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Time 2 4 6 8 Time 2 4 6 8 
(weeks) (weeks) 
*Data adjusted for baseline differences *Data adjusted for baseline differences 
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JUNE 25, 26 & 27, 1981 






Carousel Hotel | 
Ocean City, Maryland 






Sponsored by the 

Division of Dermatology 

Department of Medicine 

University of Maryland School of Medicine 














DERMATOLOGY DAYS will be composed of two concurrent symposia 
| one for the practicing generalist (internist, pediatrician and family phy- 
| sician), the second symposia is designed to help individual dermatolo- 

gists. Dermatology Days is a symposium designed to help individual 
practitioners become aware of some of the most effective methods of 
diagnosis and management of dermatological problems as well as some of 
the newest advances in the field of dermatology. The course will focus 
on the use of live patients and much of the content will be derived from 
discussion of the actual cases presented. 











In summary, this course will provide a comprehensive up-to-date ex- 
posure to many of the problems as well as current trends involved in the 
diangosis and management of dermatological problems. 







For further information contact: 





Program of Continuing Education 
University of Maryland 

School of Medicine 

10 South Pine Street 

Baltimore, Maryland 21201 

(301) 528-3956 





P 
OME C wee 
A safe, 

economical method 

of permanent 

hair removal— 
from face, legs, body 
To save valuable office time, 

you can confidently 
recommend Perma Tweez to 


your patients for their 
home use. 










S 

* Battery-operated instrument self- 
sterilizes when current flows. 

* Original patented self-correcting 
needle. 

* No-puncture safety feature helps 
prevent infection. 

* Proved clinically safe 
(report on request). 


PERMA TWEEZ & ATTACHMENT $22.95 
[] Check Enclosed L] Invoice after 30 days 


30 DAY UNCONDITIONAL MONEY BACK GUARANTEE 


GENERAL MEDICAL CO., Dept. D-131 
1935 Armacost Ave., West Los Angeles, CA 90025 













Now a product of 
DERMATOLOGICAL DIVISION 
"ORTHO PHARMACEUTICAL 

CORPORATION 

Raritan, New Jersey 08869 


a Goluuenalfohmen Company 


GRIFULVIN V 


(GRISEOFULVIN MICROSIZE) 


The only griseofulvin available in 
both Tablets: 125 mg.,250 mg. and 500 mg 
and Suspension: 125 mg./5 ml. 
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A microbicidal aid in topical therapy of acne vulgaris 


BETADINE Skin Cleanser 


kills three organisms 
often associated with acne vulgaris 


w Helps prevent spread of infection from acne lesions. 


mum Cleanses face, back and shoulders thoroughly and gently 
with a rich golden lather. 


mum Virtually nonirritating to skin and mucosa, with no essential 


change in the skin acid mantle*—nonstaining to skin and natural 
fabrics. (In the rare instance of local irritation or sensitivity, 
discontinue use by the individual.) 


mm May be employed as adjunctive topical treatment for the 
control of acne vulgaris.** 


Purdue Frederick 
©Copyright 1980, The Purdue Frederick Company/Norwalk, CT 06856 
A9776 224980 


‘Hudson, A.L.: Clin Trials J 1:23, 1973. 
**Millikan, L.E.: Cutis 17:394 (Feb.) 1976. 


Staphylococcus epidermidis 


Pityrosporon 





of the severe 


dermatoses 
you treat most often. 





Maximum steroid therapy, 


optimum steroid delivery. 


Effective control of psoriasis and eczema in clin- 
ical studies. Cream — less irritating, just as effec- 
tive as fluocinonide cream in treating moderate 
to severe psoriasis and eczema! Ointment — 
once daily use is as effective as t.i.d. betametha- 
sone valerate ointment in treating eczema? 


Enhanced percutaneous penetration. Formu- 
lated for optimum steroid release from vehicles 
—to maximize therapeutic effect 


Summary of Brief Prescribing Information. 


Maxiflor™ (diflorasone diacetate 0.05%) Cream and Ointment 

Indications: Topically as adjunctive therapy for inflammation in 
steroid-responsive dermatoses. Contraindications: Contraindi- 
cated in vaccinia, varicella, and those patients with hypersensitivity 
' to any of the components. Precautions: If irritation develops, dis- 
continue use and treat appropriately. If infection is present, use 
with appropriate anti-infective therapy or withhold steroid until 
infection is controlled. If extensive areas are treated, take precau- 
tions against systemic absorption. Do not use extensively in large 
amounts, or for prolonged periods in pregnant women. Not 
for ophthalmic use. Occlusive dressing increases percutaneous 
absorption; extensive use may cause systemic effects. If large 
areas are treated, use sequentially and observe patient closely. 
May cause steroid withdrawal. Discontinue if body temperature 
rises, sensitivity reaction or infection develops. Adverse Reactions: 
Byrning, itching, irritation, striae, skin atrophy, secondary infection, 





Economy due to less frequent dosage. Encour- 
ages compliance, too. 


Promoted to dermatologists only. 
Prescribe 


Maxiflor 


to control psoriasis and eczema. 
Cream and Ointment: In 15, 30 and 60 gm tubes. 


dryness, folliculitis, hypertrichosis, acneiform eruptions, and hypo- 
pigmentation. With occlusive dressings: maceration of the skin, 
secondary infection, skin atrophy, striae, and miliaria. Dosage and 
Administration: Ointment: Apply one to three times daily. Cream: 
Apply two to four times daily. How Supplied: Ointment or Cream 
0.05% in 15, 30 and 60 gm tubes. Caution: Federal law prohibits 
dispensing without prescription. 


REFERENCES: 1. Bluefarb SM et al. Diflorasone diacetate: Vasocon- 
strictor activity and clinical efficacy of a new topical corticosteroid. 
J Int Med Res. 1976; 4:454-461. 2. Cahn MM et al. Comparative topical 
efficacy of once-daily diflorasone diacetate and t.i.d. betamethasone 
valerate ointment applications. Current Therapeutic Research 1977; 
22(2): 297-303. 3. Turi JS et al. Effects of polyoxypropylene 15 stearyl 
ether and propylene glycol in percutaneous penetration rate of diflora- 
sone diacetate. J Pharm Sci 1979; 68(3):275-280. 


Herbert Laboratories, Dermatology Division of 
Allergan Pharmaceuticals, Inc., Irvine, California 92713, U.S.A. 
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Fig 1.—Left, Typical macular lesion on arm, with hair. 


Fig 2.—Right, Widespread lesions of hypertrichosis. 


perivascular infiltrate and a normal hair follicle. The child was 
treated with diphenhydramine hydrochloride for her symptoms 
and 0.5% hydrocortisone cream locally twice a day. When seen 1, 3, 
and 6 months later, all lesions showed gradual resolution and 
resumption of normal hair growth. 


Comment.—Localized hypertrichosis may occur in a pre- 
existing nevus or as a nevus pilosus or pigmentary hairy 
epidermal nevus. It is also seen after chronic chemical or 
mechanical trauma to a specific skin site. 

It has been suggested that acquired localized hypertri- 
chosis may arise from sustained arterial hyperemia with- 
out lasting dermal changes, brought about by chronic 
repetitious trauma such as scratching, biting, or friction to 
a circumscribed area. Localized tufts of hair may be found 
on the shoulders of laborers or workers who carry heavy 
weights. Localized hypertrichosis may occasionally be seen 
in mentally deficient persons who are in the habit of 
repeatedly biting or scratching their hands or arms.' The 
ensuing abundant and localized arterial hyperemia may be 
a source of added nutrition for the stimulation of affected 
follicles. In our patient, the incessant scratching 
undoubtedly played an important role in the development 
of excessive hair growth. 

Loris A. Tisocco, MD 
DANILO V. DEL CAMPO, MD 
BRUCE BENNIN, MD 
SIDNEY Barsky, MD 
Chicago . 


1. Ressmann AC, Butterworth T: Localized acquired hypertrichosis. Arch 
Dermatol 1952;65:458-463. 


Diminished Immune Response in Sun-Damaged Skin 


To the Editor.—The report of O'Dell et al in the ARCHIVES 
(1980;116:559-561) showed that a higher concentration of 
2,4-dinitrochlorobenzene (DNCB) was required to elicit a 
detectable response in sun-damaged skin than in undam- 
aged skin of previously sensitized persons. The concentra- 
tion of DNCB required to produce reactivity was no 
different in the same skin sites of control subjects who did 
not have sun-damaged skin. These data suggested to the 
authors "the existence of a local defect in cell-mediated 
immunity in skin altered by long-term sun exposure." 

As postulated by the authors, a local defect in cell- 
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mediated immunity could account for their findings, but I ~ 
believe there are alternate explanations. For example, the 
cell-mediated response may be normal, and a decreased 
reactivity could reflect an alteration in the carrier pro- 
tein(s) to which the DNCB is bound. 

To elaborate, the determinants of specificity are smaller 
and less complex in the antibody-mediated than cell- 
mediated immunity.' Antibodies can react with the hapten 
DNCB conjugated with either the carrier protein used in 
sensitization or other carrier proteins. In contrast, cell- 
mediated reactions do not occur if DNCB is conjugated to a 
different carrier protein—hence the concept of carrier 
specificity. Differences in histochemical reactions asso- 
ciated with solar elastosis indicate that some alteration of 
one or more molecules in the skin can be associated with 
sun-induced damage.’ It is possible that such alterations 
could sufficiently influence the structure of a protein or 
glycoprotein to alter the carrier specificity. If this situa- 
tion exists, the authors' selection of the medial aspect of 
the right arm would show unaltered carrier proteins that 
have a different specificity than carrier proteins modified 
by chronic solar damage. Thus, at least some of the DNCB 
might be bound in a hapten-(altered) protein complex 
having little or no cross-reactivity with the specific struc- 
ture recognizable by sensitized lymphocytes. 

In the context of this hypothesis, the requirement for 
higher concentrations of DNCB would be explained by 
either one of at least two possibilities. First, the DNCB- 
(altered) carrier might be capable of some cross-reaction 
with the inducing DNCB-carrier complex, but with a lower 
avidity, which would require more complexes to produce a 
comparable response. On the other hand, the initial sensi- 
tization might involve several hapten-carrier complexes, 
only some of which are modified as a result of chronic solar 
exposure. The net effect in either event would be to lower 
the number of effective antigens present. 

Distinguishing between the original explanation and the 
alternative proposed in this letter could be difficult. One 
wonders, nevertheless, if a higher concentration of DNCB 
might be required to elicit a response in normal sites if the 
original sensitization was carried out in chronically sun- 
damaged skin. 

ROBERT B. ARMSTRONG, MD 
New York 


1, Eisen HN: Cell-mediated hypersensitivity and immunity, in Eisen HN 
(ed): Immunology: An Introduction to Molecular and Cellular Principles of 
the Immune Responses, ed 2. Hagerstown, Md, Harper & Row Publishers 
Ine, 1974, pp 564-565. 

2. Lever WF, Schaumburg-Lever G: Histopathology of the Skin, ed 5. 
Philadelphia, JB Lippincott Co, 1975, pp 249-251. 


In Reply.—Dr Armstrong suggests that the findings in our ` 
study relating to decreased response to DNCB in chronic 
sun-damaged skin may be caused by differences in the 
carrier protein to which the DNCB had been bound rather 
than by decreased cell-mediated immunity to the DNCB- 
protein complex. 

This alternative hypothesis may be correct. It does, ' 
however, ignore the problem of decreased responses to 
intradermal injection of mumps, Candida, and a tuberculo- 
sis antigen. Although it is possible that the same altered 
carrier could be involved in reactions to all four antigens, I 
believe this would be unlikely. In any event, Dr Arm- 
strong’s alternative explanation offers more opportunities 
for further study. 

EDGAR B. SMITH, MD 
Galveston, Tex 
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Generalized Tungiasis Treated With Thiabendazole 


To the Editor.—Zalar and Walther have reported a case of 
tunga penetrans infestation in the ARCHIVES (1980;116:80- 
81), which they treated through curettage under local 
anesthesia, followed by applications of bacitracin ointment 
dressings. 

If the patient has few lesions, this technique is the best 
treatment choice. But in severe cases, with 20 or more 
parasites, treatment is traumatic and a cure is difficult. In 
1971, I observed together with Valenca and Cardoso, two 
children, one 6 years old and the other 9 years old, each 
with about 100 lesions. Empirically, we treated these 
children with dosages of thiabendazole (50 mg/kg/day 
orally). A complete remission of the papular lesions 
occurred in five days, and after 15 days all lesions had 
disappeared. We have since used the same drug in dosages 
of 25 mg/kg/day with positive results. Now we prescribe 
thiabendazole for all severe cases of tunga infestation. 

My first report on this subject was published in Derma- 
tologia Ibero-Latino-A mericana in 1972. 

ALBERTO CARDOSO, MD 
Maceió, Brazil 


Aminonicotinamide in Pityriasis Rubra Pilaris 


To the Editor.—Successful treatment of pityriasis rubra 
pilaris (PRP) using topical 1% aminonicotinamide in a 
hydrophilic ointment was reported in the article "Pityria- 
sis Rubra Pilaris Responding to Aminonicotinamide" by 
Binnick in the September ARCHIVES (1978;114:1348-1349). 
All persons who have looked at the cell kinetics of this 
condition, using several different techniques, have found a 
hyperactive epithelium with increased DNA synthesis.’ 
Therefore, a successful treatment method might include a 
topical cytostatic agent. 

We wish to report our experience with this form , of 
treatment in two other adult patients with an acute onset 
of PRP. 


Report of Cases.—CASE 1.—On the skin of a 65-year-old woman, a 
red, scaly patch on the neck developed that had spread gradually, 
within eight weeks, to involve approximately 80% of her cutaneous 
surface. The palms and soles were thick and yellow, and perifollic- 
ular erythema was prominent in many other areas. Islands of 
unaffected skin were present. A skin biopsy showed acanthosis, 
spotty parakeratosis, and mild basal liquefaction consistent with 


* the diagnosis of PRP. 


A flash labeling index determined after the injection of tri- 
tiated thymidine was 9.5%. She was treated with 1% aminonicoti- 
namide in a hydrophilie ointment base on the right side of her 
body and was treated with only the base on her left side, as a 
control preparation. After eight weeks, both sides were less scaly, 
but there was no detectable difference in the degree of erythema 
on either side. 

CasE 2.—On the skin of a 79-year-old woman, redness and 
scaling on the upper part of the trunk developed that became 
generalized within four weeks, leaving islands of unaffected skin. 


Arch Dermatol—Vol 117, March 1981 


The skin biopsy results suggested PRP. A flash labeling index 
determined after injection of tritiated thymidine was 14.5%. One 
side of her body was treated with 1% aminonicotinamide in 
hydrophilic ointment and the other side with only the base. After 
three weeks no improvement was visible on either side. 


Comment.—Binnick initially treated half of his patient's 
body surface with the active agent, while the other side 
was untreated. The beneficial effect noted on their treated 
side may have been caused, in part, by the emollient effect 
of the agent. The patient's condition generally improved 
when the active preparation was used over all affected 
areas. Since this patient had had PRP about two years 
before treatment began, it is possible that resolution was 
spontaneous. 

In a study of 93 patients with PRP,’ the rate of 
spontaneous resolution was found to be 82% in adult 
patients with acute onset of PRP, clearing in a mean time 
of two years (limit, one to six years) The favorable 
prognosis of adult PRP suggests that we be cautious when 
assessing the results of therapy in individual patients. 

ANDREW GRIFFITHS, MD, MRCP 
London, England 

IAN RALFS, MRCP 

Oxford, England 


1. Griffiths WAD: Pityriasis rubra pilaris, clinical features and natural 
history in a study of 93 patients. Br J Dermatol 1977;97(suppl):15-18. 

2. Griffiths WAD: Pityriasis rubra pilaris. Clin Exp Dermatol 1980;5:105- 
112. 

3. Harper RA, Rispler J: Pityriasis rubra pilaris cells in vitro. Arch 
Dermatol Res 1977;260:253-255., 

4. Marks R: Is there a relationship between clinical morphology and 
epidermal cell kinetic? Proc R Soc Med 1975;68:161-162. 

5. Marks R, Griffiths WAD: The epidermis in pityriasis rubra pilaris. Br 
J Dermatol 1973;89(suppl)9:19-20. 

6. Niemi KM, Kousa M, Strogards K, et al: Pityriasis rubra pilaris: A 
clinicopathological study with special reference to autoradiography and 
histocompatibility antigens. Dermatologica 1976;152:109-118. ` 

7. Porter D, Shuster S: Epidermal renewal and aminoacids in psoriasis 
and pityriasis rubra pilaris. Arch Dermatol 1968;98:339-343. 


Acquired Localized Hypertrichosis 


To the Editor.—The sudden appearance of excessive hair 
growth in an abnormal site is a common occurrence, 
although seldom reported. This is a case report of the 
development of hypertrichosis at the sites of postinflam- 
matory changes after multiple insect bites. 


Report of a Case.—A 2-year-old girl was seen at our clinic at Cook 
County Hospital, Chicago, in November 1978. She had a six-month 
history of new hair growth in areas that had previously been 
traumatized by multiple insect bites during the summer. She had 
had intense pruritus and had scratched the areas repeatedly. Other 
members of her family were unaffected. 

The lesions were multiple, hyperpigmented 1- to 2-cm round or 
oval macules with discrete tufts of hair arising from them (Fig 1). 
The distribution was widespread over the trunk, extremities, and, 
to a lesser extent, the face (Fig 2). The interscapular and diaper 
areas were spared. 

A biopsy specimen of one lesion demonstrated a mild superficial 
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Opinions and Reports of the 
Judicial Council 


A new edition of Opinions and Reports 
of the Judicial Council has just been 
published by the AMA. It is the first com- 


Order Dept. 

American Medical Association 
P.O. Box 821 

Monroe, WI 53566 


prehensive revision of Opinions, and the 
first new edition since 1971. 


This practical guide to ethical conduct 
has been completely reorganized ac- 
cording to subject matter. Inconsisten- 
cies and outdated material have been 
omitted, and current medical practice 
standards are more clearly reflected. 
With its new style and format, Opinions 
is easier for you to use. 


Please send me. . copy(ies) of OPIN- 
IONS AND REPORTS OF THE JUDICIAL 
COUNCIL, OP-437, at $2.00 each. | en- 
close $ , payable to the AMA. 


Allow 4-5 weeks for delivery. 
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Brief Summary of prescribing information. 

ACTION: Human Pharmacology—Controlled bioavailability studies of GRIS-PEG 
have demonstrated blood levels regarded as adequate. 

Thus, the efficiency of gastrointestinal absorption of the ultramicrocrystalline 
formulation of GRIS-PEG is approximately twice that of conventional microsized 
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PRECAUTIONS: Patients on prolonged therapy with any potent medication should 
be under close observation. Periodic monitoring of organ system function, including 
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from species of Penicillium, the possibility of cross sensitivity with penicillin exists; 
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the antifungal agent. 
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ANNOUNCEMENT 


The Department of Dermatology, Emory 
University School of Medicine will sponsor a 
two-day course in Dermatologic Surgery in 
Atlanta, Georgia, April 10 and 11, 1981. This 
course will stress the basics of skin surgery 
with an emphasis on improvement of opera- 
tive techniques. The faculty is interdisciplina- 
ry and will discuss procedures of use to those 
interested in cutaneous surgery. Laboratory 
pigsfoot sessions will be given each day with 
individual instruction. 


The faculty includes: Dr. Michael Albom 


(New York University), Dr. Richard G. Ben- 
nett, Dr. John Bostwick (Department of Plas- 
tic Surgery, Emory University), Dr. Roger 
Ceilley (University of lowa), Dr. Frederick 
McConnel (Department of Otolaryngology, 
Emory University), Dr. Clinton McCord (De- 
partment of Ophthalmology, Emory Universi- 
ty), Dr. Ricardo Mora (Louisiana State Univer-. 
sity), Dr. Vincent Peng, D. Samuel Stegman 
(University of California, San Francisco) and 
Dr. Hiram Sturm. 


All inquiries should be addressed to Dr. 
Richard G. Bennett, Chief, Chemosurgery 
Unit, Emory University Clinic, 1365 Clifton 
Road, N.E., Atlanta, Georgia 30322. 
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verse Reactions: The following local adverse * Data on file, Dermatological Division, 
actions have been reported with topical Ortho Pharmaceutical Corporation. 
rticosteroids, especially under occlusive For local and/or systemic adverse reactions that 
essings: burning, itching, irritation, dryness, may be encountered with all topical cortico- 
liculitis, hypertrichosis, acneform eruptions, steroids, especially under occlusive dressings, 
popigmentation, perioral dermatitis, allergic please see full prescribing information. 
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Syntex Laboratories, Inc. 
Palo Alto, Calitornia 94304 


Artist's representation 

of parakeratoticscaling 
from psoriasiform 
eruptions ofthe šŝcalp 

in seborrheic dermatitis, 
with accumulation of 
sebaceous exudate. 


Please see next page 
ftorsummary of prescribing 
information. 
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TOPSYN (fluocinonide) 
Gel 0.05% 


Description TOPSYN gel 005% contains the active 
compound fluocinonide. Fluocinonide, which is the 
21-acetate ester of fluocinolone acetonide, has the 
chemical formula óa, 9-difluoro-118, 16a, 17, 21- 
letrahydroxypregna-1l, 4-diene-3, 20-dione, cyclic 
16, 17-acetal with acetone, 21-acetate. 


TOPSYN gel contains fluocinonide 0.5 mg./g. in a 
gel base of propylene glycol propyl gallate, di- 
sodium edetate, and Carbopol 940 (car- 
boxypolymethylene) with NaOH and/or HCl 
added to adjust the pH. This clear, colorless, thixo- 
tropic vehicle is greaseless, nonstaining and corn- 
pletely water-miscible. The active ingredient is 
totally in solution. 


Indications Inflammatory manifestations of corti- 
costeroid-responsive dermatoses. 


Contraindications Topical steroids are contraindi- 
cated in patients with a history of hypersensitivity 
to any of the components of the preparation. 


Precautions If irritation develops, discontinue the 
gel and institute appropriate therapy. 


In the presence of an infection, institute use of an 
appropriate antifungal or antibacterial agent. If a 
favorable response does not occur promptly, dis- 
continue the corticosteroid gel until the infec- 
tion has been adequately controlled. 


If extensive areas are treated or if occlusive tech- 
nique is used, there will be increased systemic 
absorption of the corticosteroid and suitable pre- 
cautions should be taken, particularly in children 
and infants. 


The safety of topical steroids in pregnant women 
has not absolutely been established. In laboratory 
animals, increases in incidences of fetal abnor- 
malities have been associated with exposure of 
gestating females to topical corticosteroids, in some 
cases at rather low dosage levels. Therefore, drugs 
of this class should not be used extensively on 
pregnant patients, in large amounts or for pro- 
longed periods of time. 


TOPSYN (fluocinonide) gel is not for ophthalmic use. 


Adverse Reactions Local adverse reactions re- 
ported with topical corticosteroids: burning, itch- 
ing. irritation, dryness, folliculitis, hypertrichosis, 
acneform eruptions, hypopigmentation, perioral 
dermatitis, allergic contact dermatitis, maceration 
of the skin, secondary infection, skin atrophy, striae, 
miliaria. 

Dosage and Administration A small amount should 
be gently massaged into the affected area three 
or four times daily, as needed. 


How Supplied TOPSYN gel 0.05%—15, 30, 60, and 
120g. tubes. 
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This bi-monthly publication is an invaluable source of information on the latest 
developments in medical computing technology. Produced by the AMA 
Computer Systems in Medicine Program, Computers and Medicine reports 
on the ways computer technology is used clinically and administratively in 
private practices, hospitals, clinics, and medical societies. 


The format of Computers and Medicine emphasizes brief articles which 
convey the fundamental concepts involved in applications currently in use, as 
well as those in developmental and experimental stages. Information on 
whom to contact for more details is also included. 


Plug into the medical computing information network; subscribe to 
Computers and Medicine today! 


i Subscriber Services 


| American Medical Association 
l 535 N. Dearborn St., Chicago, IL 60610 1 
| wish to subscribe to Computers and Medicine for the period indicated | 
i below. Enclosed is my check (payable to AMA) for $ i 
i | ]1 year subscription, 6 issues [] 2 year subscription, 12 issues l 
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Restores moisture 


Urea is what makes the 
difference. This incredibly 
resourceful moisturizing 
agent performs a vital function 
— it helps to lock water in 

. the skin cells of the horny 

' layer. Urea also calms the itch 
that often accompanies dry 
skin, while it sloughs off 
excess scales. 


The result: soft, supple, 
comfortable-feeling skin. 
All four Aquacare* formula- 
tions are buffered to a pH of 6 
to avoid irritation. They also 
resist water washoff for pro- 
longed moisturizing and 
softening effects. 


And your oily-skinned or acne 
patients can enjoy the benefits 
of Aquacare because it's 
noncomedogenic! 


1. Herbert Laboratories Technical Report 
No. 55. 





The Aquacare* Touch — 
Significant active therapy for 
the dry skin associated with 
many skin disorders. 


AQUACARE?® with 2% urea 
(Cream and Lotion ) 


AQUACARE"*/HP with 
10% urea (Cream and Lotion ) 


Herbert Laboratories 
Dermatology Division of 
Allergan Pharmaceuticals, Inc. 
Irvine, California 92713, U.S.A. 


Instructions for Authors 


Send manuscripts by first-class mail to Chief Editor, Frederick 
D. Malkinson, MD, Archives of Dermatology, 1725 W Harrison, 
Room 224, Chicago, IL 60612, (312) 942-1230. Manuscripts are 
received with the understanding that they are not under simulta- 
neous consideration by another publication. Accepted manuscripts 
become the permanent property of the ARCHIVES and may not be 
published elsewhere without permission from the publisher 
(AMA). 


In addition, in view of The Copyright Revision Act of 1976, effective 
Jan 1, 1978, transmittal letters to the editor should contain the 
following language: *In consideration of the American Medical Asso- 
ciation's taking action in reviewing and editing my submission, the 
author(s) undersigned hereby transfers, assigns, or otherwise conveys 
all copyright ownership to the AMA in the event that such work is 
published by the AMA." We regret that transmittal letters not 
containing the foregoing language signed by all authors of the 
submission will necessitate delay in review of the manuscript. 


Author Responsibility.— All accepted manuscripts are subject to 
copy editing. The author will receive an edited typescript rather 
than galley proofs for approval. The author is responsible for all 
statements in his work, including changes made by the copy 
editor. 

Designate one author as correspondent and provide his address 
and telephone number. Order reprints at the time the typescript is 
returned after editorial processing. Specify address to which 
requests for reprints should be sent. 


Manuscript Preparation.—Submit an original typescript and two 
high-quality copies of the entire manuscript. All copy (including 
references, legends, and tables) must be typed double-spaced on 
21.6 x 27.9 em (8!? x 11-in), heavy-duty white bond paper. Ample 
margins of at least 2.5 em (1 in) should be provided. If a word 
processor is used, do not justify lines. 

Refer to patients by number (or, in anecdotal reports, by 
fietitious given names). Real names or initials should not be used 
in the text, tables, or illustrations. 


Titles.—Titles should be short, specific, and clear. They should 
not exceed 42 characters per line, including punctuation and 
spaces, and be limited to two lines, if possible. The title page 
should include the full names and academic affiliations of all 
authors, the address to which requests for reprints should be sent, 
and, if the manuscript was presented at a meeting, the name of 
the organization, place, and date on which it was read. 


Style of Writing.—The style of writing should conform to accept- 
able English usage and syntax. Slang, medical jargon, obscure 
abbreviations, and abbreviated phrasing are to be avoided. 


Informed Consent.— Manuscripts reporting the results of experi- 
mental investigations of human subjects must include a statement 
to the effect that informed consent was obtained after the nature 
of the procedure(s) had been fully explained. 


Abstract.— Provide an abstract (135-word maximum) of the arti- 
cle, including statements of the problem, method of study, results, 
and conclusions. The abstract replaces the summary. 


References.— List references in consecutive numerical order (not 
alphabetically). Once a reference is cited, all subsequent citations 
should be to the original number. All references must be cited in 
the text or tables. Unpublished data and personal communications 
should not be listed as references. References to journal articles 
should include (1) author(s), (2) title, (3) journal name (as abbre- 
viated in Index Medicus), (4) year, (5) volume number, and (6) 
inclusive page numbers, in that order. References to books should 
include (1) author(s), (2) chapter title (if any), (3) editor (if any), (4) 
title of book, (5) city of publication, (6) publisher, and (7) year. 
Volume and edition numbers, specific pages, and name of transla- 
tor should be included when appropriate. The author is responsible 
for the accuracy and completeness of the references and for their 
correct text citation. 


d 

Metrication.— All measurements must be in metric units. English - 
units may also be given parenthetically if the measurements were 
originally done in English units. 3 

Illustrations.—Use only those illustrations that clarify and aug- 
ment the text. Submit illustrations in duplicate, unmounted and 
untrimmed. Do not send original artwork. Send high-contrast 
glossy prints (not photocopies). Figure number, name of senior 
author, and arrow indicating “top” should be typed on a gummed 
label and affixed to the back of each illustration. All lettering must 
be legible after reduction to column size. Artwork submitted for 
publication may be relettered to achieve uniformity of lettering 
style throughout the journal. Magnification and stain should be 
provided when pertinent. Illustrations should preferably be in a 
proportion of 12.7 x 17.3 em (5 x 7 in). 

Illustrations in full color are accepted for publication if the 
editors believe that color will add significantly to the published 
manuscript. The ARCHIVES will pay part of the expense of repro- 
duction and printing color illustrations, the remainder to be borne 
by the author or his sponsor. After deducting the ARCHIVES 
contribution, the author’s share is $275 for up to six square- 
finished illustrations that can be arranged on a one-page layout. 
Any additional illustrations or special effects will be billed to the 
author at cost. Positive color transparencies (35 mm preferred) 
must be submitted for an evaluation. Do not send color prints 
unless accompanied by original transparencies. All transparencies 
should be carefully packed and sent with the manuscript. Note: A 
letter of intent to pay color fee must accompany submission. 

Legends.—Legends should be typed double-spaced, beginning on 
a separate sheet of paper. Limit length to a maximum of 40 
words. 

Photographic Consents.—A letter of consent must accompany all 
photographs of patients in which a possibility of identification 
exists. It is not sufficient to cover the eyes to mask identity. 

Acknowledgments.— Illustrations from other publications must be 
acknowledged. Include the following when applicable: author(s), 
title of article, title of journal or book, volume number, page(s), 
month, and year. The publisher's permission to reprint should be 
submitted to the ARCHIVES. 

Statistical Review.—Manuscripts containing statistical evalua- 
tions should include the name and affiliation of the statistical 
reviewer. 

Tables.—Each table should be typed double-spaced, including all 
headings, on a separate sheet of 21.6 x 27.9 cm (8% x 11-in) paper. 
Do not use larger size paper. If a table must be continued, use a 
second sheet and repeat all heads and stubs. Each table must have 
a title. 

Short Reports.—These manuscripts usually concern a single case 
report. Text must be typewritten, double-spaced, with not more 
than six references, and should not exceed 600 words. If tables or 
figures are elements of the manuscript, please limit text length to 
400 words with a total of either three figures or tables, or a 
combination of both. Tables must not exceed 12 lines in depth, 
including the title. For manuscripts containing either one figure 
and one table, or two figures or two tables, maximum text length 
is 500 words. Manuscripts with text only may contain up to 600 
words. The usual synopsis-abstract should be omitted. 

Letters.— All correspondence to the editor submitted for publica- 
tion must be typewritten, double-spaced, with no more than five 
references and two figures (submitted in duplicate). They should 
not exceed 500 words in length. Submit three copies of each letter. 
Letters are published as space permits, and they are subject to 
editing at the discretion of the editor. Receipt of letters is not 
acknowledged. All letters must include a Copyright Release State- 
ment signed by all authors of the letter. (See above.) 

Uniform Requirements.— Further details on manuscript prepara- ' 
tion are given in the document Uniform Requirements for Manu- 
scripts Submitted to Biomedical Journals prepared by the Inter- 


national Steering Committee of Medical Editors. Reprints of this 


document are available by directing requests to this journal: 
Scientifie Publications, 535 N Dearborn St, Chicago, IL 60610. 
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CLINICAL SUCCESS 
IN THE WORLD OF 

STEROID RESPONSIVE 
DERMATOSES... 
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Please see last page of advertisement for full prescribing information. 


CYCLOCCRT 


CREAM / with AQUATAT 
OC 1%/ Hydrophilic Bas 


Effectiveness in the 
dermatoses you treat 
most often 


. More than 60 studies, conducted by 50 investigators 
in 18 countries, have demonstrated the outstanding 
therapeutic efficacy of CYCLOCORT in a full range 
| of steroid responsive dermatoses. 


Rapid, predictable response 


This new synthetic glucocorticoid has brought about 
early, consistent improvement in eczema, psoriasis, 
contact dermatitis, seborrheic dermatitis and many 
other common dermatoses.! 

















Given D.d.in many patients 


because of its potency, CYCLOCORT can be used 

| successfully on a b.t.d. basis. Comparative studies wit] 

Betamethasone valerate cream in patients with eczemz 
tous dermatoses have shown the following results: 


Global improvement in eczematous 
dermatoses following two weeks of b.i.d. therapy — 
4 controlled studies; 






























































CYCLOCORT 0.1% Betamethasone Valerate 0.1% 
lotal | : | Total m | MN" 
Patients | Cleared |Excellent| Good | Patients | Cleared |Excellent| Good 
Study A ZL. | 9 | 8 20 | 8 Bee 
Study D | 16 8 7 | 20 [BE 2 (ME 
Sem d = | | 
| Total 77 | 28 iE | 10 79 | 19 00 — MENS 
lI. .— JI | — i I— EN 
Please see last page of advertisement for full prescribing information 





LL———— - — 

















igh potency...in a unique 
ydrophilic base 


"CLOCORT has produced outstanding clinical results 
patients with psoriasis. Good to excellent improve- — 
int in symptoms such as pruritus, erythema, scales, 
luration, papules and plaques was observed in the 
jority of patients after only one week of treatment. — 


ch vasoconstrictive activity 


“blanching” response analyses on human skin, 

/ CLOCORT demonstrated significantly more activity 
an Betamethasone valerate, 0.1%, and Fluocinolone 
etonide, 0.025%, and showed essentially the same 
isoconstrictor activity as Halcinonide, 0.176. 


Comparative Vasoconstrictive Data* 
(Histograms of blanching responses 
—summed % total possible score) 





CYCLOCORT Halcinonide Betamethasone Fluocinolone 
Amcinonide Valerate Acetonide 


te: Although many investigators believe vasoconstrictor activity studies offer an indication 
jotential clinical anti-inflammatory efficacy, no definite correlation has been proven. 


ell accepted by patients 


———————————— 


YCLOCORT, formulated in Lederle’s AQUATAIN © 
-drophilic base, contains 74.3% water and humectants — 
soften and moisturize skin. CYCLOCORT is extremely 
ell accepted by patients, and questions concerning 
ceptability have brought highly favorable responses.” 








Data on file, Medical Department, Lederle Laboratories. 2. Woodford, R.; Haigh, J. M.: Bioavailability and Activity of 0.1% 
wtonide Preparations: Comparison with Proprietary Topical Corticosteroid Preparations of Differing Potencies. Cio? Lhe 
" Tp e ) ( e Le. 19 1GQ7f 
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$. 26::3)301-310, Sept.. 1979. 3. Rocha, G. L.; Quinete, S. S.; Dantas, F. E.; Faria, Curr. Ther. Res. | 














CYCLOCORT - 





AMCINONIDE 


REAM with AQUATAIN™ 
Ole Hydrophilic Base 





Potency, efficacy and 
convenience in 
Steroid-responsive 
dermatoses 


One form 
Cream 


One strength 
0.1% 


Two convenient sizes 


15 gram and 
60 gram tubes 


©1980 Lederle Laboratories 244-OR2 





CYCLOCORT* Amcinonide 
Cream 0.1% with AQUATAIN™ Hydrophilic Base 


Description: 0.1% topical cream with AQUATAIN™ hydrophilic bz 
Each gram of CYCLOCORT topical cream contains 1 mg (0.1%) of 
active steroid, amcinonide in AQUATAIN, a specially formulated b 
composed of emulsifying wax NF, isopropyl palmitate, glycerin U 
sorbitol solution USP, lactic acid, 2% benzyl alcohol and purified wa 
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Action: Topical steroids are primarily effective because of their ai 
inflammatory anti-pruritic, and vasoconstrictive actions. 


Indications: For relief of the inflammatory manifestations of co 
costeroid-responsive dermatoses. 


Contraindications: Topical steroids are contraindicated in those | 
tients with a history of hypersensitivity to any of the components 
the preparation. 


Precautions: If irritation develops, the product should be discontinu 
and appropriate therapy instituted. 


In the presence of an infection the use of an appropriate antifungal 
antibacterial agent should be instituted. If a favorable response do 
not occur promptly, the corticosteroid should be discontinued until t 
infection has been adequately controlled. 


If extensive areas are treated or if an occlusive technique is used the 
will be increased systemic absorption of the corticosteroid and suitak 
precautions should be taken, particularly in children and infants. 


Although topical steroids have not been reported to have an adver 
effect on human pregnancy, the safety of their use in pregnant womt 
has not absolutely been established. In laboratory animals, increas 
in incidence of fetal abnormalities have been associated with exposu 
of gestating females to topical corticosteroids, in some cases at rath 
low dosage levels. Therefore, drugs of this class should not be us 
extensively on pregnant patients, in large amounts, or for prolonge 
periods of time. 


The product is not for ophthalmic use. 


Adverse Reactions: The following local adverse reactions have bee 
reported with topical corticosteroids, especially under occlusive dres 
ings: burning, itching, irritation, dryness, folliculitis, hypertrichosi 
acneiform eruptions, hypopigmentation, perioral dermatitis, allergi 
contact dermatitis, maceration of the skin, secondary infection, ski 
atrophy, striae and miliaria. 


Dosage and Administration: Apply a light film to affected areas 2 « 
3 times daily. The cream should be rubbed in gently and thoroughl 
until it disappears. 


How Supplied: 0.1% (Product No. 9183) Topical Cream Available i 
15 and 60 Gram tubes. REV. 9/7 


e» Lederle Laboratories 


A Division of American Cyanamid Company, Wayne, N.J. 07470 TN 


‘Letters to the Editor 


Letters will be published as space permits and at the discretion of the editor. All 
components of letters, including references, must be typewritten, double-spaced. Do not 
include more than five references and two figures in duplicate. Letters should not exceed 
500 words in length. Three copies of all letters are required and they are subject to editing. 
Letters are not acknowledged. All letters must be accompanied by a Copyright Release 
Statement signed by all authors of the letter. For additional details, including copyright 


procedure, see “Instructions for Authors.” 


Sensitivity of Sun-Damaged Skin 


To the Editor.-l read with great interest the article 
entitled “Diminished Immune Response in Sun-Damaged 
Skin” by O’Dell et al in the May ARCHIVES (1980;116:559- 
561). 

Seventeen years ago, I did a similar study with my 
colleague the late Dr F. Ofner, which I presented at the 
annual meeting of the Dermatological Association of Aus- 
tralia in Melbourne in 1964. This work was published in the 
Australian Journal of Dermatology (1964;7:203-205) under 
the title “Contact Eczematous Sensitisation and Sensitivi- 
ty of the Solar Elastotic Skin.” Our experiments were 
carried out on 75 male volunteers. We also came to the 
conclusion that the solar elastotic skin seemed to be less 
responsive when tested for eczematous sensitivity. We also 
found, however, that the elastotic change increased the 
resistance to irritants. 

E. KOCSARD, MD 
Sydney, Australia 


Multiple Clear Cell Acanthomas—Duplicate Reporting 


To the Editor.—In the April ARCHIVES (1980;116:433-444), 
Trau et al stated their case was the 12th case report of a 
patient with multiple clear cell acanthomas. Their case was 
the 11th. In their Table of the summary of previously 
reported cases, cases 4 and 5 are the same patient. The age 
in case 4 is not 59 years, as they reported, but 63 years, and 
he had his skin nodules four years, not five months. This 
patient was seen and his case was reported by myself and 
Dr Thorne! at the University of Minnesota Hospitals. One 
year later, he was seen at the Mayo Clinic and described by 
Landry and Winkelmann.’ Dr Trau and co-workers could 
not have been aware of this information. 

RAMON M. Fusaro, MD, PHD 

Omaha 


1. Thorne EG, Fusaro RM: Multiple clear cell acanthomas in a patient 
with lamellar ichthyosis. Dermatologica 1971;143:105-110. 

2. Landry M, Winkelmann RK: Multiple clear cell acanthomas and 
ichthyosis. Arch Dermatol 1972;105:371-383. 


The End of Secretarial Acknowledgments 


To the Editor.—I note with interest, as well as anger, the 
recent trend in medical journals to include as many names 
as possible on every article. The aggregation of names at 


. the beginning of articles is mildly irritating; the use of a 


manuscript typist’s name at the end of articles is most 
aggravating. With journal space at a premium, I believe 


"d Arch Dermatol—Vol 117, Feb 1981 


that this unnecessary usage of possible information space 
at the end of articles does not disseminate any medical 
knowledge and its continued practice should be reconsid- 
ered by the editors of the medical journals. 
This letter to the editor has been prepared by Doris 
Johnston. 
JEROME M. ARONBERG, MD 
Clayton, Mo 


In Reply.—The acknowledgment of secretarial help in the 

preparation of manuscripts accepted for ARCHIVES publica- 

tion was abondoned for articles accepted after May 15, 

1980. The above letter is the last of the species! 
FREDERICK D. MALKINSON, MD 
Chicago 


Unilateral Nevoid Telangiectasia 


To the Editor.—I read with interest the recent reports of 
unilateral nevoid telangiectasia by Jucas et al in the March 
1979 ARCHIVES (115:359-360) and by Person et al in the 
September 1979 ARCHIVES (115:1084). In the last three 
months I have seen a 10-year-old girl and a 26-year-old 
man with typical clinical signs of unilateral nevoid telan- 
giectasia. The girl had noted skin changes for only two 
months and she was otherwise healthy. The man had had 
his eruption for as long as he could remember; he was also 
healthy and was nonalcoholic. I fully agree with the final 
remarks of Person et al about the frequency of the 
disorder. It could be a coincidence, but I have seen the 
patients described here from a population of about 240,000, 
which indicates that the disorder is more common than 
previously recognized. 

OLE B. CHRISTENSEN, MD 

Malmö, Sweden 


Zebra-like Dermatomyositis 








Fig 1.—Zebra-like dermatomyositis. 


Report of a Case.—A 14-year-old girl was seen for nonpruritic 
skin lesions of dermatomyositis (Fig 1 through 3). On clinical 
examination, we observed the typical skin changes, ie, a heliotrope 
erythema on the face and the chest and Gottron’s papules and 
plaques on the knuckles. We also observed skin changes character- 
ized by blotchy purple macules arranged in zebra-like stripes. 
These streaks were distributed longitudinally on the limbs, verti- 
cally on the shoulders, horizontally on the loins, and in a fir-like 
pattern on the back, giving the patient the appearance of having 
been flogged. There was no urticaria, edema, or dermatogra- 
phism. 

Muscle involvement in this patient was later confirmed by 
electromyographic changes consistent with dermatomyositis and 
high serum enzyme levels of creatine phosphokinase and SGOT. 


Comment.—Our experience and data in the literature 
indicate that generalized erythema resembling flog marks 
is unusual. An important feature in this patient was the 
absence of pruritus and dermatographism. The erythema 
was stable and disappeared within a few days after 
adrenal prednisolone therapy was begun. The other cuta- 
neous lesions on the face and the hands disappeared more 
slowly. 

We think that these zebra-like lesions have the same 
pathogenesis as the other striped erythemas observed in 
dermatomyositis, such as the suborbital and the dorsodigi- 
tal erythemas. Moreover, these striped erythemas lie in the 
same planes as those of the tensile strength lines. 

The zebra-like erythema may be a pathognomonic fea- 
ture of dermatomyositis and must be differentiated from 
dermatographism, livedo reticularis, urticaria, and toxider- 
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Fig 2.—Fir-like pattern on back. 
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Fig 3.—Striped erythema in suborbital area. 
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ma. It is of related interest to know that in Chinese? and 
white’ patients with dermatomyositis, hyperkeratotic folli- 
cular erythematous papules with a linear distribution have 
been observed on the dorsa of the hands and feet. 
ANDRE DuPRÉ, MD 
ROLAND VIRABEN, MD 
JEAN-LOUIS BONAFE, MD 
PAUL TOURON, MD 
PIERRE LAMON, MD 
Toulouse, France 


l. Callen JP: Dermatomyositis. Int J Dermatol 1979;18:423-433. 

2. Wong KO: Dermatomyositis: A clinical investigation of 23 cases in 
Hong Kong. Br J Dermatol 1969;81:544-547. 

3. Dupré A, Floutard M, Christol B, et al: Dermatomyosite avec spinulo- 
sisme (dermatomyosite type Wong): Etude histologique. Essai d'interpréta- 
tion pathogénique. Ann Dermatol Syphil 1976;103:141-149. 


Hyperthermia in Severe Cases of Psoriasis 


To the Editor.—I read with interest your editorial entitled 
"The Heat's On" in the August 1980 ARCHIVES (116:885- 
887). Thirty years ago, when I was a dermatology resident 
at Case Western Reserve, Cleveland, Drs George Binkley 
and Herbert Johnson used hyperthermia successfully for 
severe cases of psoriasis. 

Hospitalized patients were given two intravenous doses 
of killed typhoid bacilli at half-hour intervals; 10 to 15 
million units at first, and then (usually) increasing 
amounts (depending on the fever obtained) every few days 
for three or four courses of treatment. A temperature of 
approximately 39 °C was sought. The psoriasis would often 
go into remission for several months. This therapy also 
helped psoriatic arthritis. 

HAROLD H. BREMERS, MD 
Denver 
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Fig 1.—Acute arteritis in liver (hematoxylin- 
eosin, x 440). 


‘Essential’ Cryoglobulinemia: Follow-up Evaluation 
of Case Findings 28 Years Later 


To the Editor.—' The following patient was first described in 
the ARCHIVES in March 1953 (67:429-430) as a case of 
"essential" cryoglobulinemia. Follow-up evaluation was 
obtained in the course of a retrospective review of 40 
patients with this syndrome seen at our medical center 
during the past 20 years.' This case illustrates the coexis- 
tence of clinical features of systemic vasculitis and lympho- 
proliferative disease in some patients with serum cryoglob- 
ulins. 


Report of a Case.—A 33-year-old woman had recurrent purpura 
and arthralgias develop three years earlier during pregnancy. The 
rash was aggravated by cold exposure and initially involved the 
legs but later spread to the arms and buttocks. A skin biopsy 
specimen showed leukocytoclastic angiitis. Eventually, a left later- 
al malleolar leg ulcer developed, but the condition responded 
gradually to bed rest. Two years previously, hepatosplenomegaly 
had been noted. A liver biopsy specimen indicated portal infiltra- 
tion by lymphocytes and plasma cells, consistent with mild chronic 
hepatitis. Values of routine laboratory tests were as follows: 
hematocrit, 28%; WBCs, 2,250/cu mm. Microscopie examination 
indicated the bone marrow was minimally hyperplastic and 
showed no malignancy. A cryoprotein, present in blood serum at 
concentrations of 200 to 1,500 mg/dL, was detected but not further 
characterized. She was treated with antihistamines, corticotropin, 
and conjugated estrogens. 

Symptoms persisted, and six months later, she was found to be 
hypertensive, with urinalysis showing proteinuria (2+) and 70 to 
80 RBCs per high-power field. Renal function was otherwise 
normal. Cystoscopy and retrograde pyelography showed no abnor- 
malities. Two months later, exertional dyspnea and blurred vision 
developed. Physical examination showed hypertensive retinopa- 
thy, an enlarged heart, ascites, and peripheral edema. There was a 
poor response to bed rest, salt restriction, and diuretics. 

Hospital admission in January 1953 was precipitated by increas- 
ing orthopnea, dyspnea, and periorbital and peripheral edema. 
Cervical and axillary adenopathy was noted for the first time. She 
was treated with digitalis, blood transfusions for anemia, and 
diuretics. However, her condition rapidly deteriorated; renal fail- 
ure, pericarditis, and bronchopneumonia developed and she died. 

At postmortem examination, there was a multicentric lympho- 
ma involving the liver, spleen, lymph nodes, lungs, thyroid gland, 
and Fallopian tubes. Segmental necrotizing vasculitis was found 
to be present in small and large vessels in the liver (Fig 1), spleen, 
kidneys, adrenals, heart, aorta, pancreas, ileum, thyroid and 
parathyroid glands, and lymph nodes. Both acute and healed 
vasculitic lesions were present, often contiguous with each other 
(Fig 2). Examination of the kidneys showed panarteritis, intersti- 
tial fibrosis, proximal tubular atrophy, and normal glomeruli. 


Comment.—Although the nature of this patient's cryo- 
precipitate could not be ascertained in 1953, a "mixed" 
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Fig 2.—Contiguous acute and healed vasculitic lesions in adrenal gland (Mallory's 
trichrome, x 350). 


eryoglobulin seems likely. First defined in 1962; these are 
rheumatoid factors in which the complex of IgM and IgG 
confers the property of cryoprecipitability. They fix com- 
plement. Immunofluorescence microscopy studies suggest 
they are directly responsible for the clinical features of 
purpura and, in some cases, glomerulonephritis. Cuta- 
neous involvement may reflect widespread systemic vascu- 
litis with features of polyarteritis nodosa.' Both polyarteri- 
tis and essential mixed cryoglobulinemia have been asso- 
ciated with occult hepatitis and serological evidence of 
prior hepatitis B virus infection.‘ Mixed cryoglobulins may 
occur with macroglobulinemia, lymphoma, chronic lympho- 
cytic leukemia, or immunoblastic lymphadenopathy. 
Polyarteritis nodosa is a rare manifestation of lymphopro- 
liferative disorders and may be initially seen as cutaneous 
vasculitis with eryoglobulinemia. 

HANNAH JANE KASSAB, MD 

EDWARD C. FRANKLIN, MD 

PHILIP PROSE, MD 

PETER D. GoREvic, MD 

New York 


1. Gorevic PD, Kassab HJ, Levo Y, et al: Mixed eryoglobulinemia: Clinical 
aspects and long-term follow-up. Am J Med 1980;69:287-308. 

2. Lospalluto J, Dorward B, Miller W Jr, et al: Cryoglobulinemia based on 
interaction between a macroglobulin and 78 gamma globulin. Am J Med 
1962;32:142-152. 

3. Meltzer M, Elias K, MeCluskdy RT, et al: Cryoglobulinemia: A clinical 
and laboratory study. Am J Med 1966;40:837-856. 

4. Levo Y, Gorevie PD, Kassab HJ, et al: The association between 
hepatitis B virus and essential mixed cryoglobulinemia. N Engl J Med 
1977;296:1501-1504. 


Seborrheic Dermatitis-like Eruption Caused by 
Cimetidine 


To the Editor.—Cimetidine, a histamine H,-receptor antag- 
onist, is now being widely used in the treatment of peptic 
ulcer and other conditions where reduction of gastric acid 
secretion is likely to be beneficial. So far, few side effects 
have been observed in the recommended dosage of 1 g/day 
given in divided doses. Muscle pain, fatigue, gynecomastia 
(when 1.6 g/day was used), and dermatitis have been 
reported, but occur in less than 5% of the patients.' The 
nature of the rash, however, has not been specified. We 
recently had the opportunity of observing a drug eruption 
simulating seborrheic dermatitis in a patient who had been 
receiving cimetidine for treatment of a duodenal ulcer. 


Report of a Case.—A 45-year-old man with an active duodenal 
ulcer had been given 200 mg of oral cimetidine three times daily 
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with meals and 400 mg at bedtime. Two days later, itchy, red, and 
scaly lesions developed on the scalp, forehead, face, and chest. The 
lesions increased in extent and severity for a week. Our examina- 
tion indicated an erythematous, maculopapular, and scaling der- 
matitis on the scalp, eyebrows, nasolabial folds, beard area, 
postauricular regions, and sternal area. Cimetidine therapy was 
stopped, and the patient was treated with oral antihistamines and 
topical betamethasone valerate. The lesions subsided during a 
period of ten days. 

At this stage, the patient was given an oral challenge of 200 mg 
of cimetidine. It resulted in the reappearance of erythematous, 
papular, scaly lesions in some of the previously involved areas. 
Withdrawal of the drug led to spontaneous regression of the 
dermatitis without further treatment. 


Comment.—Reappearance of the lesions in response to a 
challenge of cimetidine leaves little doubt that the initial 
rash was also caused by this drug. The localization of the 
rash, mostly on seborrheic areas, is interesting. As far as 
could be ascertained, the patient did not seem to have a 
seborrheic diathesis. Other drugs known to produce a 
seborrheic dermatitis-like eruption are chlorpromazine, 
gold, and arsenic trioxide.’ We think it is worth reporting 
this case since additional similar cases may be seen by 
others. 

AMRINDER J. KANWAR, MBBS, MD 
ABDUL MaAJID, MBBS, DVD 
MISRILAL P. GARG, MBBS, DVD 
GURMOHAN SINGH, MD, FAMS 
Benghazi, Libya 


1. Colin-Jones DG: Cimetidine: A new treatment for peptic ulceration. 
Med Digest 1978;3:6. 

2. Baker H: Drug reactions, in Rook A, Wilkinson DS, Ebling FJG (eds): 
Textbook of Dermatology. Oxford, England, Blackwell Scientific Publica- 
tions, 1972, p 1025. 

3. Domonkos AN: Andrews' Diseases of the Skin, ed 6. Philadelphia, WB 
Saunders Co, 1971, p 204. 


Keratosis Punctata 


To the Editor.-"Keratosis Punctata of the Palmar 
Creases,” by Weiss and Rasmussen in the ARCHIVES 
(1980;116:669-671), presents an interesting but often 
described entity (as those authors, too, have emphasized).' 
In 1970, Smith and Jetton? reviewed 125 consecutive outpa- 
tients at Charity Hospital in New Orleans. They found 47 
patients who had punctate lesions of the palms, 29 had only 
creases involved and 11 had involvement outside of the 
creases as well. Seven had keratoses, but not in the creases 
at all. The lesions were mostly bilateral. Here, too, there 
was no history of arsenic ingestion and no demonstrable 
history of keratoses in the family. When they combined 
those patients who had keratoses and those with discrete 
pits in the palmar creases, the authors found an astounding 
incidence of these characteristics in 69% of black patients 
and 42% of white patients. These authors also established a 
statistically significant association between the presence 
of lesions and a history of manual labor. The keratoses 
found in these cases, however, were discrete and often 
translucent, unlike traumatic calluses that are poorly 
demarcated and opaque. 

A. Paul Kelly (unpublished data, 1974) reported the 
presence of punctate palmar lesions in 36% of 125 consecu- 
tive black patients in Los Angeles. Almost all of those 
affected were older than 20 years and had involvement of 
palmar and finger creases bilaterally. 

My interest and experiences with black patients in the 
New York City area during the past six years have not 
shown a great prevalence of palmar keratoses—certainly 
not the 36% to 70% incidence cited previously. I believe the 
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accurate figure is closer to 3%, as seen by Weiss ant ' 


Rasmussen. I also agree that the disease seems unique to , 


blaeks. I have not seen a substantial number of white 
outpatient cases in this area. Involvement of the soles is 
rare; the few cases I have seen have had no relation to 
creases of the sole even though palmar lesions were almost 
always confined to such sites. 

The relationship of flexural keratoses to porokeratosis 
plantaris discreta is diffieult to ascertain. The clinical 
similarity of these two diseases is striking, although the 
latter disease does not have a flexural distribution. Most 
reports of this entity are from podiatrists or from derma- 
tologists particularly interested in foot disorders. Manual 
labor obviously does not cause this disease; in fact, of 
Montgomery's? 16 cases collected over ten years, 15 were 
women. 

The basal cell nevus syndrome is extremely rare in 
blacks. The pits are tiny, relatively uniform, often slit-like, 
and are almost always outside the large flexural creases. 
They are easily distinguishable from the variable-sized 
cup-shaped pits of extruded flexural calluses. 

Weiss and Rasmussen believe that removal of the kera- 
tosis will relieve discomfort in the rare symptomatic 
patient. I would not minimize the symptoms. Those who do 
have pain are very uncomfortable, and the plug must not 
be allowed to re-form. We found that intermittent use of 60% 
salicylie acid in petrolatum three times daily is an effective 
suppressant after initial paring. Limmer* has cured 
porokeratosis plantaris discreta with a hard liquid nitrogen 
spray directed into the pit after vigorous paring. 

GARY BRAUNER, MD 
New York 


1. Arnold H: Hyperkeratosis penetrans: Report of a case of a probable 
variant of Kyrle’s disease. Arch Dermatol 1947:55:633-638. 

2. Smith E, Jetton R: Punctate pits and keratoses of the palmar creases. 
South Med J 1970;63:1291-1293. 

3. Montgomery R: Porokeratosis plantaris discreta. Cutis 1977:20:711- 
713. 

4. Limmer B: Cryosurgery of porokeratosis plantaris discreta. Arch 
Dermatol 1979;115:582-583. 


Allergic Reaction to Sunscreen Products 


To the Editor.—I would like to record my clinical findings 
regarding the use of combination sunscreening products 
that combine both aminobenzoic acid (PABA) and a physi- 
cal blocking agent (titanium dioxide) for use in patients 
who have had positive results to a skin for patch test 
PABA. 

In the past five years, I have had several patients in 
whom a patch test-confirmed photoallergic contact derma- 
titis developed after the use of products containing 5% 
PABA in an alcohol base (Pre-Sun). Initially, I gave such 
patients sunscreens containing only benzophenones (Uval) 
or zinc oxide pastes. The latter were cosmetically unaccept- 
able, and use of the former still resulted in sunburn in some 
patients. I then had them use a PABA-containing product 
together with titanium dioxide in a cream base (Solar 
Cream). The preparation was not only effective as a total 
ultraviolet light blocker, but also the PABA-sensitive 
patients had no allergic reaction from the product. 

I could postulate that the physical blocker was sufficient- 
ly effective to prevent enough light to penetrate to cause a 
photoallergic reaction. I would like to know if other 
dermatologists have had similar experiences, and perhaps, 
could offer a proved explanation for this fact. 


LEWIS H. KAMINESTER, MD ° 


North Palm Beach, Fla 
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Gentle, low-pH cleansing. 
Mild, non-complicating cleansing is often the indicated 


first step in the treatment of many dermatologic 
conditions. 


And evidence shows that low pH cleansers reduce 
potential for skin irritation.' 


New pHresh 3.5™ solution is the lowest pH skin 
cleanser available. Laboratory tests show it to have 
a very low irritation index.’ It is non-irritating and 
non-drying, particularly important for patients with 
sensitive skin. 


Further, pHresh 3.5 cleanser does not interfere with 
the action of benzoyl peroxide or other topical 
acne preparations, nor with topical steroid therapy. 


Because of its uniquely gentle nature, pHresh 3.5 
cleanser has many uses in your practice—both 

for specific skin conditions and for general skin care. 
1. Frosch PJ and Kligman AM: The soap chamber test. A new method for 


assessing the irritancy of soaps. J Am Acad Derm 1:35-41, July 1979 
2. Data on file, Medical Department, Riker Laboratories, Inc. 


entle. Versatile. 


Riker Laboratories, Inc. 
. Northridge, California 91324 
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When the profile suggests neomycin sensitivity, 


OLYS PORIN Ointmen 





(polymyxin B-bacitracin) 


...is uncommonly good treatment 
for common skin problems 
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= Polysporin® Ointment 
rarely induces sensitization 
and may be used routinely 


w Highly effective in 
vitro * against common | 
dermatologic pathogens | 


w Polymyxin B is active 
against susceptible 
gram-negative bacteria 
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Bacitracin is active 
against susceptible 
gram-positive organisms 


*In vitro data do not necessarily correlate with in vivo results. 


Polysporin* Ointment (Polymyxin B-Bacitracin ) 
DESCRIPTION: Each gram contains: Aerosporin® (Polymyxin B Sulfate) 
10,000 units, bacitracin zinc 500 units, special white petrolatum qs. 
ACTIONS: Polymyxin B is one of a group of closely related substances pro- 
duced by various strains of Bacillus polymyxa. Its activity is sharply restricted 
to gram-negative bacteria, including many strains of Pseudomonas 
aeruginosa. 

Bacitracin, an antibiotic substance derived from cultures of Bacillus subtilis 
( Tracy ), exerts antibacterial action in vitro against a variety of gram-positive 
and a few gram-negative organisms. 
INDICATIONS: Therapeutically (as an adjunct to systemic therapy when indi- 
cated), for topical infections, primary or secondary, due to sus- 
ceptible organisms, as in: * infected burns, skin grafts, surgi- 
cal incisions, otitis externa * primary pyodermas (impetigo, 
ecthyma, sycosis vulgaris, paronychia) * secondarily infect- 
ed dermatoses (eczema, herpes, and seborrheic dermatitis) 


Burroughs Wellcome Co. 
x Research Triangle Park 
Wellcome / North Carolina 27709 
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wt For therapeutic 
treatment of topical 
infections due to 
susceptible organisms, and 
prophylactic treatment to 
help prevent bacterial 
contamination in minor skin 
lesions ( please see 
INDICATIONS section in 
the brief summary below) 


M No Rx needed—you 
can recommend it 





* traumatic lesions 
Propbylactically, i 
tion in burns, skin grafts incisi er í | SOR For abrasions, 
minor cuts and wounds accidentally. RA, its use may prevent the de- 
velopment of infection and permit wound healin 
CONTRAINDICATIONS: This product is contraindicated in those individuals 
who have shown hypersensitivity to any of its components. 
PRECAUTIONS: As with other antibiotic preparations, prolonged use may 
result in overgrowth of nonsusceptible organisms, including fungi. Appropri- 
ate measures should be taken if this occurs. 
DOSAGE AND ADMINISTRATION: Apply a small quantity to the affected 
area 2 to 5 times daily, depending on the severity of the 
condition. May be left exposed or covered with a dressing, 
as indicated. 
HOW SUPPLIED: Convenient, disposable, single-use foil 
packet of 1/32 oz (approx. ), box of 144; tubes of 1/2 and 1 oz. 
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Seminar.— The 1981 Advanced Semi- 
nars in Dermatology will, in addition 
to its regular program, offer category 
1 and IAE credit for two special semi- 
nars: “Cutaneous Viral Disease" and 
"Dermatopathology and Immunopa- 
thology." Special guest speakers 
include Drs S. Jablonska and A. Ack- 
erman. These seminars will be con- 
ducted Sept 16-20, 1981, in Carmel- 
Monterey, Calif. For a program and 
registration information, write Ad- 
vanced Seminars in Dermatology, 
University of California Medical 
School, Dermatology Department, San 
Francisco, CA 94143. 


Fourth Annual Meeting: Call for 
Abstracts.- The American College of 
Cryosurgery wants abstracts for its 
fourth annual meeting, June 12-14, 
1981, at the Marriott Crystal City, 
Arlington, Va. 

During the first part of the meet- 
ing, experts from various specialties 
will provide a practical overview of 
cryosurgery in clinical practice. The 
session will include in-depth symposia 
and demonstrations that outline new 
cryosurgical advances developed in 
various specialties of medicine. A pre- 
view of experimental research and 
clinical practice techniques in veteri- 
nary medicine will also be given. 

A forum of original free papers will 
be presented at the second half of the 
meeting. Presentations will be limited 
to 15 minutes. Abstracts are due 
March 1, 1981. 

Members of the program committee 
for this year’s meeting are Ronald R. 
Lubritz, MD, chairman, clinical asso- 
ciate professor of medicine (dermatol- 
ogy), Tulane University School of 
Medicine, New Orleans; Salvatore J. 
Detrano, MD, chief of proctology, 
Christ Hospital, Jersey City, NJ; 
Harold E. Farris, Jr, DVM, MS, asso- 
ciate professor and director, Division 
of Laboratory Animal Medicine, Uni- 
versity of Arkansas for Medical 
Fayetteville; Andrew A 
Gage, MD, professor of surgery, State 
University of New York, Buffalo; 
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Emanuel G. Kuflik, MD, Lakewood, 
NJ; and Douglas Torre, MD, clinical 
professor of medicine (dermatology), 
Cornell University Medical College, 
Ithaca, NY. 

The meeting is open to anyone 
interested in learning the latest infor- 
mation on cryosurgery. For further 
information on abstracts or the meet- 
ing, contact Daniel Moran, 18 W Main 
St, Clinton, CT 06413; or call (203) 
669-6342. 

The American College of Cryosur- 
gery is an association of physicians, 
academicians, engineers, and other 
personnel dedicated to the education 
and advancement of cryosurgery. The 
membership represents various spe- 
cialties, including dermatology; oph- 
thalmology; proctology; ear, nose, and 
throat; general surgery; family prac- 
tice; and veterinary medicine. 


Announcement.—The Dermatology 
and Allergy Section of the American 
Society for Clinical Pharmacology and 
Therapeutics had a successful 1980 
annual meeting in San Francisco. This 
section is small and seeks new mem- 
bers. We also seek ideas and sugges- 
tions as to how to use more meaning- 
fully this section to the benefit of 
dermatopharmacology. 

Address requests for membership 
application forms to the society and 
ideas and suggestions to Dr Howard 
Maibach, University of California, 
San Francisco Medical Center, Room 
A-342, San Francisco, CA 94143. 


Examinations.—The certifying ex- 
amination of the American Board of 
Dermatology will be conducted Nov 1 
and 2, 1981, in Chicago. The deadline 
for receipt of examination applica- 
tions is May 1, 1981. The dermatopa- 
thology special competence examina- 
tion will be conducted Nov 3, 1981, 
Chieago. The deadline for receipt of 
examination applications is July 1, 
1981. For further information on ei- 
ther of these examinations, please 
contaet Clarence S. Livingood, MD, 
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Executive Director, American Board 
of Dermatology, Henry Ford Hospital, 
Detroit, MI 48202. 


Dermatopathology Colloquium— The 
third annual Dermatopathology Collo- 
quium will take place at Guy's Hospi- 
tal, London, on July 11, 1981, immedi- 
ately preceding the [International 
Dermatopathology Symposium. For 
further information regarding appli- 
cations for attendance and details 
relating to submission of abstracts, 
contact Dr D. M. MacDonald, Depart- 
ment of Dermatology, Guy’s Hospital, 
London, SE1 9RT, England. 


Symposium.—The eighth annual der- 
matopathology symposium entitled 
“Differential Diagnosis in Dermato- 
pathology,” part 2, will be conducted 
Oct 15-16, 1981, at New York Univer- 
sity School of Medicine. This sympo- 
sium will focus on difficult problems 
in differential diagnosis in dermato- 
pathology, none of which were ad- 
dressed in the first symposium on the 
same theme five years ago. As in the 
previous symposium, numerous diffi- 
cult problems in histologic diagnosis 
will be presented in photographs for 
seven minutes and will be followed by 
discussion for eight minutes in dia- 
logue. The faculty will be comprised of 
Drs A. Bernard Ackerman, Michael 
Brodin, Geoffrey Gottlieb, Anna Ra- 
gaz, Arkadi Rywlin, and James Troy. 
Representative slides of histologic 
sections of each disease paired and 
contrasted will be available during the 
symposium for microscopy study. 

On the two days after the sympo- 
sium, Dr Ackerman will give an in- 
depth separate course entitled "Histo- 
logie Diagnosis of Inflammatory Skin 
Diseases: A Method by Pattern Analy- 
sis." The emphasis of this course will 
be on new concepts and recently 
described diseases. 

For further information, write to 
A. Bernard Ackerman, MD, Dermato- 
pathology Section, 530 First Ave, New 
York, NY 10016; or call (212) 340- 
1250. 
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Anelusive 
tinea infection 
that can 

take months 
to clear. 
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ANNOUNCING 


GRISACTIN ULTRA 


(GRISEOFULVIN ULTRAMICROSIZE) 
125, 250 MG TABLETS 


Ultramicrosize GRISACTIN® Ultra offers three 
Significant benefits for treating tinea infections”: 


— optimal bioavailability 
— often the convenience of one small tablet a day 
— economy 


Ultramicrosize GRISACTIN Ultra. All the griseofulvin 
your patients need — for as long as they need it. 





AND NOW... soe 
TELEAVAILABLE 4 
Physicians can request free product samples by dialing 
toll-free: Continental U.S.A.: 800-528-6050 (except Arizona) 
Arizona: 800-352-0458, Alaska/ Hawaii: 800-528-0470. 

This service is available for your convenience 24 hours-a-day, 
every day. 


*With infections due to griseofulvin-sensitive fungi. 
Please see brief summary of prescribing information on following page. 
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BRIEF SUMMARY 

(For full prescribing information, see package circular.) 
GRISACTIN® Ultra 

Brand of griseofulvin ultramicrosize 

A Fungistatic Antibiotic 

INDICATIONS: Griseofulvin is indicated for the treatment of 
ringworm infections of the skin, hair, and nails, namely: Tinea 
corporis, Tinea pedis, Tinea cruris, Tinea barbae, Tinea 
capitis. Tinea unguium (onychomycosis) when caused by one 
or more of the following genera of fungi: Trichophyton rubrum, 
Trichophyton tonsurans, Trichophyton mentagrophytes, Trich- 
ophyton interdigitalis, Trichophyton verrucosum, Trichophyton 
megnini, Trichophyton gallinae, Trichophyton crateriform, 
Trichophyton sulphureum, Trichophyton schoenleini, Micros- 
porum audouini, Microsporum canis, Microsporum gypseum, 
Epidermophyton floccosum. 

NOTE: Prior to therapy, the type of fungi responsible for the 
infection should be identified. 

The use of this drug is not justified in minor or trivial infec- 
tions which will respond to topical agents alone. 

Griseofulvin is not effective in the following: Bacterial infec- 
tions, Candidiasis (Moniliasis), Histoplasmosis, Actinomy- 
cosis, Sporotrichosis, Chromoblastomycosis, Coccidioi- 
domycosis, North American Blastomycosis, Cryptococcosis 
(Torulosis). Tinea versicolor, Nocardiocis. 
CONTRAINDICATIONS: This drug is contraindicated in 
patients with porphyria, hepatocellular failure, and in individ- 
uals with a history of hypersensitivity to griseofulvin. 
WARNINGS: Prophylactic Usage: Safety and efficacy of 
griseofulvin for prophylaxis of fungal infections has not been 
established 

Animal Toxicology: Chronic feeding of griseofulvin, at levels 
ranging from 0.5-2.5% of the diet, resulted in the development 
of liver tumors in several strains of mice, particularly males 
Smaller particle sizes result in an enhanced effect. Lower oral 
dosage levels have not been tested. Subcutaneous adminis- 
tration of relatively small doses of griseofulvin, once a week, 
during the first tP"ee weeks of life has also been reported to 
induce hepatomata in mice. Although studies in other animal 
species have not yielded evidence of tumorigenicity, these 
studies were not of adequate design to form a basis for 
conclusions in this regard. 

In subacute toxicity studies, orally administered griseofulvin 
produced hepatocellular necrosis in mice, but this has not 
been seen in other species. Disturbances in porphyrin metab- 
olism have been reported in griseofulvin-treated laboratory 
animals. Griseofulvin has been reported to have a colchicine- 
like effect on mitosis and cocarcinogenicity with methylcho- 
lanthrene in cutaneous tumor induction in laboratory animals. 

Usage in Pregnancy: The safety of this drug during preg- 
nancy has not been established 

Animal Reproduction Studies: It has been reported in the 
literature that griseofulvin was found to be embryotoxic and 
teratogenic on oral administration to pregnant rats. Pups with 
abnormalities have been reported in the litters of a few bitches 
treated with griseofulvin. Additional animal reproduction 
studies are in progress 

Suppression of spermatogenesis has been reported to 
occur in rats, but investigation in man failed to confirm this. 
PRECAUTIONS: Patients on prolonged therapy with any 
potent medication should be under close observation. Peri- 
odic monitoring of organ system function, including renal, 
hepatic, and hematopoietic, should be done. 

Since griseofulvin is derived from species of Penicillium, 
the possibility of cross-sensitivity with penicillin exists: 
however, known penicillin-sensitive patients have been 
treated without difficulty 

Since a photosensitivity reaction is occasionally associated 
with griseofulvin therapy, patients should be warned to avoid 
exposure to intense natural or artificial sunlight. Should a 
photosensitivity reaction occur, lupus erythematosus may be 
aggravated 

Griseofulvin decreases the activity of warfarin-type antico- 
agulants so that patients receiving these drugs concomitantly 
may require dosage adjustment of the anticoagulant during 
and after griseofulvin therapy 

Barbiturates usually depress griseofulvin activity and 
concomitant administration may require a dosage adjustment 
of the antifungal agent. 

ADVERSE REACTIONS: When adverse reactions occur, they 
are most commonly of the hypersensitivity type such as skin 
rashes, urticaria, and rarely. angioneurotic edema, and may 
necessitate withdrawal of therapy and appropriate counter- 
measures. Paresthesias of the hands and feet have been 
reported rarely after extended therapy. Other side effects 
reported occasionally are oral thrush, nausea. vomiting, 
epigastric distress, diarrhea, headache, fatigue, dizziness, 
insomnia, mental confusion, and impairment of performance 
of routine activities. 

Proteinuria and leukopenia have been reported rarely 
Administration of the drug should be discontinued if granulo- 
cytopenia occurs. 

When rare, serious reactions occur with griseofulvin, they 
are usually associated with high dosages, long periods of 
therapy. or both 
DOSAGE AND ADMINISTRATION: Adults: 250 mg daily for 
most patients, and 500 mg daily in divided doses for patients 
with fungal infections that are more difficult to eradicate 

Children: 2.5 mg per pound of body weight per day is effec- 
tive for most children. Children 2 years of age and younger: 
dosage has not been established. 7039/80 
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If you 
order blood 
you need... 


vwr 


> 
General Principies of 


BLOOD " €. f 
TRANS- 






PABLO MFP AE OL OO BET 


The 1977 edition of General Prin- 
ciples of Blood Transfusion is 
available from the American Medical 
Association. Completely revised and 
updated, this exceptional overview 
brings you the best of informed opin- 
ion and experience in the field of 
transfusion. 


Among the topics listed in the 
table of contents are: 


* Responsibility of the Clinician 
in the Transfusion Service 

* Clinical Indications for the Use 

of Red Cell Concentrates 

Management of Shock 

Massive Transfusions 

Autotransfusions 

Management of Hemorrhagic 

Diseases 


General Principles of Blood Transfu- 
sion is the only book of its type. If you 
order blood or blood components for 
your patients, you need this 
authoritative text. Use the coupon to 
order your copy today! $3.00 


Order. Department OP-267 S/J 
American Medical Association 

P.O. Box 821 

Monroe, WI 53566 


Please send .  copy(ies) of General 
Principles of Blood Transfusion, OP-267, 
at $3.00 each. Allow 4-5 weeks for delivery. 
Name 

Address 

City 


State Zip 
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Erythromycin lopical 
Solution 


Prescribing Information 


DESCRIPTION: Erythromycin is an antibiotic 
produced from a strain of Streptomyces 
erythraeus. It is basic and readily forms salts 
with acids. Each ml of ERYDERM (erythromy- 
cin topical solution) contains 20 mg of eryth- 
romycin base in a vehicle consisting of 
polyethylene glycol, acetone, and alcohol 
77%. 


ACTIONS: Although the mechanism by 
which ERYDERM acts in reducing inflamma- 
tory lesions of acne vulgaris is unknown, it 
is presumably due to its antibiotic action 


INDICATIONS: ERYDERM is indicated for 
the topical control of acne vulgaris. 


CONTRAINDICATIONS: ERYDERM is con- 
traindicated in persons who have shown 
hypersensitivity to any of its ingredients. 


WARNINGS: The safe use of ERYDERM 
during pregnancy or lactation has not been 
established. 


PRECAUTIONS: ERYDERM is for external 
use only and should be kept away from the 
eyes and mucous membranes including 
those of the nose and mouth. Concomitant 
topical acne therapy should be used with 
caution because a cumulative irritant effect 
may occur, especially with the use of peeling, 
desquamating, or abrasive agents. 

The use of antimicrobial agents may be 
associated with the overgrowth of antibiotic 
resistant organisms. If this occurs, adminis- 
tration of this drug should be discontinued 
and appropriate measures taken. 


ADVERSE REACTIONS: Adverse condi- 
tions experienced included dryness, pruritus, 
erythema, desquamation, and burning sensa- 
tion. | 


DOSAGE AND ADMINISTRATION: 
ERYDERM should be applied to the affected 
area twice a day after the skin is thoroughly 
washed with warm water and soap. Use 
enough solution to cover the affected area 
lightly. 

HOW SUPPLIED: ERYDERM (erythromycin 
topical solution) is supplied in 60 ml bottles 
(NDC 0074-2698-02). Store at temperatures . 
below 86°F (30°C). ‘ 





Abbott Laboratories 
North Chicago, IL60064 
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For the topical control 
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-topical 2% erythromycin ® Quick drying—no sticky film 
is a moderately effective e 
drug for the treatment of = The first 2% topical erythromycin solution 
inflammatory acne ; > 
vulgaris. Significant = Simple therapeutic regimen: applied 
clinical improvement was once daily 
noticeable after 2 weeks of eos 
therapy and was " Clinically proven 
intai h [ . EO ds x 
ents NS ey a Only mild, local irritation (7% incidence) 
course of the study. | 
reported in study of 348 EryDerm patients 
1. Bernstein, J.E. and Shalita, A.R 
Topically Appl; ed Erythromycin in 
armory Acne D» # Shatterproof plastic bottle =] Abbott Laboratories 
Journal f the American Acade : F= ll North Chicago, 
natology, April, 1980 2 Stability assured for 24 months A  1L60064 
Each ml contains 20 mg of erythromycin base in a vehicle See next page for 


consisting of polyethylene glycol, acetone and alcohol 77% prescribing information 
! y ; Y 


Staticin ;; mien 1.5% topical solution 
Aggressively Inhibits P acnes; 


When two in vitro studies compared the inhibitory action of several antibiotics 
against P. acnes, the erythromycin action of Staticin showed Minimum Inhibitory 
Concentrations of less than or equal to 0.25 mcg/ml in 8 of 9 isolates of P acnes.t 
Clindamycin phosphate showed MIC's of 0.25 to 8.0 mcg/ml in 8 of 9 isolates.t 


TOne isolate exhibited resistance to both erythromycin and clindamycin phosphate. 
With Erythromycin Action 

ke LÀ * 
..]blearly as active as Clindamycin Phosphate: 


*Note: /n vitro activity does not necessarily imply in vivo efficacy. 





Staticin...clinical efficacy with well-established safety 





In a recently completed 12-week study, 25 Staticin-treated patients 


showed: 


9495 reduction in P acnes counts 
B 71% and 60% mean reductions in pustules and papules 
excellent or good global response in 7696 of the Staticin- 


treated group after 12 weeks 


No diarrhea or irreversible adverse reactions have been reported 
in any of the controlled double-blind trials conducted with Staticin. 
For a summary of adverse reactions that have occurred, please see 
brief summary of prescribing information. 


New consistency in topical antibiotic therapy 


for acne vulgaris... 


E Non-aqueous, desquamating vehicle stabilizes antibiotic action 
Simple, direct application; no applicator top to clog or retain 


foreign matter 


Remains stable for two years 


t Only 61% of the price of Clindamycin Phosphate 


topical solution. 


"Wholesale direct price (Source: 1980 Redbook updates from Drug Topics). 


Staticin® 

(erythromycin) 

1.5% Topical Solution 

DESCRIPTION—Contains 15 mg/ml erythromycin base 
in a clear solution vehicle of 55% alcohol, propylene 
glycol, laureth-4 and fragrance. 


CONTRAINDICATIONS — Hypersensitivity to erythro- 
mycin or any of the other listed ingredients. 


WARNING — Safety in pregnancy or lactation has not 
been established. 


PRECAUTIONS— For external use only. Keep away from 
eyes, nose, mouth and other mucous membranes. Due to 
possible cumulative irritancy, caution is urged for con- 
comitant topical acne therapy, especially when using 
desquamating or abrasive agents. 


The use of antibiotic agents may be associated with the 
overgrowth of antibiotic-resistant organisms. If this 
occurs, discontinue use and take appropriate measures. 


ADVERSE REACTIONS — Erythema, desquamation, 
tenderness, dryness, pruritus and oiliness are among the 
reactions reported in the majority of patients. One 
generalized urticarial reaction, possibly drug-related, 
was reported. 


HOW SUPPLIED—STATICIN solution, 60 ml amber glass 
bottle, NDC 0072-8000-60. 


U.S. Pat. 4,000,263 
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PHARMACEUTICALS INC. 
Buffalo, New York 14213 
In Canada, Belleville, Ontario K8N5E9 
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est for the care of dry 
or premature aging 


or wrinkled skin.. 
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'UPPLIED: 2 OZ. TUBES WRITE FOR SAMPLES 


DOAK PHARMACAL CO.,INC. WESTBURY, N.Y. 115 


DISTRIBUTOR IN CANADA 
TRANS-CANADA DERMAPEUTICS LTD., MONTREAL H4R1E3, QUE 
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TODAY'S 
TOUGH 
TINEA 

INFECTIONS 


©1981 Dorsey Laboratories/Division of Sandoz, Inc 











any patient to swallow 


TOUGH 250 mg of 


ultramicrosize 
griseofulvin for effective therapy of 
tinea infections* that have spread 
extensively or localized in 
hard-to-treat areas 


TAKEN ONCE A 


D AY only one tablet daily: 
easy to remember, 
easily fits into any lifestyle 


Tinea infections caused by organisms susceptible to griseofulvin. 


TOUGH TINEA TREATMENT IN A 
TINY TABLET... TODAY'S 


IGRIS-PEG 


(griseofulvin 
| ultramicrosize) 
5 TAB L ETS Please see brief summary of prescribing information on adjoining page 01811 
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(griseofulvin 
250 ultramicrosize) 
uw TABLETS 
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GRIS:PEG 
(griseofulvin 

Q ultramicrosize) 
TABLETS 


Brief Summary of prescribing information. 

ACTION: Human Pharmacology—Controlled bioavailability studies of GRIS-PEG 
have demonstrated blood levels regarded as adequate. 

Thus, the efficiency of gastrointestinal absorption of the ultramicrocrystalline 
formulation of GRIS-PEG is approximately twice that of conventional microsized 
griseofulvin. This factor permits the oral intake of half as much griseofulvin per 
tablet but there is no evidence, at this time, that this confers any significant clinical 
differences in regard to safety and efficacy. 

INDICATIONS: GRIS-PEG (griseofulvin ultramicrosize) is indicated for the treat- 
ment of the following ringworm infections: Tinea corporis (ringworm of the body), 
Tinea pedis (athlete's foot), Tinea cruris (ringworm of the thigh), Tinea barbae 
(barber's itch), Tinea capitis (ringworm of the scalp), and Tinea unguium (onychomy- 
cosis, ringworm of the nails), when caused by one or more of the following genera 
of fungi: Trichophyton rubrum, Trichophyton tonsurans, Trichophyton mentagrophytes, 
Trichophyton interdigitalis, Trichophyton verrucosum, Trichophyton megnini, Tricho- 
phyton gallinae, Trichophyton crateriform, Trichophyton sulphureum, Trichophyton 
schoenleini, Microsporum audouini, Microsporum canis, Microsporum gypseum and 
Epidermophyton floccosum. NOTE: Prior to therapy, the type of fungi responsible 
for the infection should be identified. The use of the drug is not justified in minor or 
trivial infections which will respond to topical agents alone. Griseofulvin is NOT 
effective in the following: Bacterial infections, Candidiasis (Moniliasis), Histoplas- 
mosis, Actinomycosis, Sporotrichosis, Chromoblastomycosis, Coccidioidomycosis, 
North American Blastomycosis, Cryptococcosis (Torulosis), Tinea versicolor and 
Nocardiosis. 

CONTRAINDICATIONS: This drug is contraindicated in patients with porphyria, 
hepatocellular failure, and in individuals with a history of sensitivity to griseofulvin. 

WARNINGS: Prophylactic Usage—Safety and Efficacy of Griseofulvin for Pro- 
phylaxis of Fungal Infections Has Not Been Established. Animal Toxicology— 
Chronic feeding of griseofulvin, at levels ranging from 0.5 to 2.5% of the diet, 
resulted in the development of liver tumors in several strains of mice, particularly 
in males. Smaller particle sizes result in an enhanced effect. Lower oral dosage 
levels have not been tested. Subcutaneous administration of relatively small doses 
of griseofulvin, once a week, during the first three weeks of life has also been 
reported to induce hepatomata in mice. Although studies in other animal species 
have not yielded evidence of tumorigenicity, these studies were not of adequate 
design to form a basis for conclusions in this regard. In subacute toxicity studies, 
orally administered griseofulvin produced hepatocellular necrosis in mice, but this 
has not been seen in other species. Disturbances in porphyrin metabolism have 
been reported in griseofulvin treated laboratory animals. Griseofulvin has been 
reported to have a colchicine-like effect on mitosis and cocarcinogenicity with 
methylcholanthrene in cutaneous tumor induction in laboratory animals. Usage in 
Pregnancy —The safety of this drug during pregnancy has not been established. 
Animal Reproduction Studies —|t has been reported in the literature that griseofulvin 
was found to be embryotoxic and teratogenic on oral administration to pregnant 
rats. Pups with abnormalities have been reported in the litters of a few bitches 
treated with griseofulvin. Additional animal reproduction studies are in progress. 
Suppression of spermatogenesis has been reported to occur in rats, but investigation 
in man failed to confirm this. 

PRECAUTIONS: Patients on prolonged therapy with any potent medication should 
be under close observation. Periodic monitoring of organ system function, including 
renal, hepatic and hematopoietic, should be done. Since griseofulvin is derived 
from species of Penicillium, the possibility of cross sensitivity with penicillin exists; 
however, known penicillin-sensitive patients have been treated without difficulty 
Since a photosensitivity reaction is occasionally associated with griseofulvin therapy, 
patients should be warned to avoid exposure to intense natural or artificial sunlight. 
Should a photosensitivity reaction occur, lupus erythematosus may be aggravated. 
Griseofulvin decreases the activity of warfarin-type anticoagulants so that patients 
receiving these drugs concomitantly may require dosage adjustment of the anti- 
coagulant during and after griseofulvin therapy. Barbiturates usually depress griseo- 
fulvin activity and concomitant administration may require a dosage adjustment of 
the antifungal agent. 

ADVERSE REACTIONS: When adverse reactions occur, they are most commonly 
of the hypersensitivity type such as skin rashes, urticaria, and rarely, angioneurotic 
edema, and may necessitate withdrawal of therapy and appropriate countermeasures. 
Paresthesias of the hands and feet have been reported rarely after extended therapy. 
Other side effects reported occasionally are oral thrush, nausea, vomiting, epigastric 
distress, diarrhea, headache, fatigue, dizziness, insomnia, mental confusion, and 
impairment of performance of routine activities. Proteinuria and leukopenia have 
been reported rarely. Administration of the drug should be discontinued if granulo- 
cytopenia occurs. When rare, serious reactions occur with griseofulvin, they are 
usually associated with high dosages, long periods of therapy, or both. 

DOSAGE AND ADMINISTRATION: Accurate diagnosis of the infecting organism 
is essential. Medication must be continued until the infecting organism is completely 
eradicated as indicated by appropriate clinical or laboratory examination. General 
measures in regard to hygiene should be observed to control sources of infection 
or reinfection. Concomitant use of appropriate topical agents is usually required 
particularly in treatment of tinea pedis. An oral dose of 250 mg of GRIS-PEG 
(griseofulvin ultramicrosize) is biologically equivalent to 500 mg of griseofulvin 
(microsized) USP (see ACTION Human Pharmacology). Adults: Daily administration 
-of 250 mg (as a single dose or in divided amounts) will give a satisfactory response 
in most patients with tinea corporis, tinea cruris and tinea capitis. For those fungal 
infections more difficult to eradicate, such as tinea pedis and tinea unguium, a 
divided daily dosage of 500 mg is recommended. In all cases, the dosage should be 
individualized. Children: Approximately 2.5 mg per pound of body weight per day 
is an effective dose for most children. On this basis, the following dosage schedule 
is suggested: Children weighing 30 to 50 pounds—62.5 mg to 125 mg daily. Children 
weighing over 50 pounds— 125 mg to 250 mg daily. Children 2 years of age and 
younger, dosage has not been established. Dosage should be individualized, as is 
done for adults. Clinical experience with griseofulvin in children with tinea capitis 
indicates that a single daily dose is effective. Clinical relapse will occur if the 
medication is not continued until the infecting organism is eradicated. 





(For complete details, please consult full prescribing information) 


Division of Sandoz, Inc 
LINCOLN, NEBRASKA 68501 


economical method 
of permanent 
hair removal— 

from face, legs, body 


To save valuable office time, 
you can confidently 
recommend Perma Tweez to 
your patients for their 
home use. 


* Battery-operated instrument self- 
sterilizes when current flows. 


* Original patented self-correcting 
needle. 


* No-puncture safety feature helps 
prevent infection. 


* Proved clinically safe 
(report on request). 


PERMA TWEEZ & ATTACHMENT $22.95 
[] Check Enclosed [] Invoice after 30 days 


30 DAY UNCONDITIONAL MONEY BACK GUARANTEE 


GENERAL MEDICAL CO., Dept.D-130 
1935 Armacost Ave., West Los Angeles, CA 90025 
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University Microfilms International 
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mas Helps prevent spread of infection from acne lesions. 


mm Cleanses face, back and shoulders thoroughly and gently 
with a rich golden lather. 


mum Virtually nonirritating to skin and mucosa, with no essential 
change in the skin acid mantle*—nonstaining to skin and natural 
fabrics. (In the rare instance of local irritation or sensitivity, 
discontinue use by the individual.) 


mu May be employed as adjunctive topical treatment for the 
control of acne vulgaris.** 


Purdue Frederick 


©Copyright 1980, The Purdue Frederick Company/Norwalk, CT 06856 
A9776 224980 


*Hudson, A.L.: Clin Trials J 1:23, 1973. 
**Millikan, L.E.: Cutis 17:394 (Feb.) 1976. 


Staphylococcus epidermidis 


Corynebacterium acnes 
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INTRODUCING 
Topical erythromycin at 
a New level of potency 
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Please see prescribing information on fourth page following. 
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And eliminate the rigamarole and 
uncertainty of extemporaneous compound 
prescriptions for topical erythromycin. A 
ready-to-use, stable, clear solution of 296 
erythromycin, subject to strict quality 
control procedures: A/T/S 2% Topical 
oolution for acne. 


Please see prescribing information on third page following. 
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9% 


TOPICAL 
SOLUTION 


Srytnromyoin 


a new level 
of potency in topical 
eryinromycin therapy 





A/T/S 2% Topical Solution acts to reduce inflammatory 
lesions of acne vulgaris. Although the mechanism of 
action is unknown, it is presumably due to its 
antibiotic action. 
* 
Special applicator enclosed with package. Easy for 
patients to dab medication on lesions— without 
waste, without mess. 
e 


Cosmetically acceptable solution —a particular 
advantage when treating fastidious teenagers. 
[^3 1 
No skin staining, no photosensitivity, no skin 
fluorescence when exposed to black light commonly 
used in discotheques. 
e 


Cost advantage: a new level of topical erythromycin 
potency at the same cost as the available 1.596 
erythromycin solution. Based on dosage, less 

expensive than other topical antibiotic preparations.” 


"Source: 1980 Redbook Executive Price Service and company price lists. 
Based on average wholesale price. 


Please see prescribing information on second page following. 
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Clinical studies of A/T/S' erythromycin 
2% TOPICA! solution: steady reduction of 
oapules and pustules over 12 weeks" 


Total Total 

No. of papules No. of papules 
and pustules and pustules 
before after 
treatment 3 weeks 6 weeks 9 weeks 12 weeks 


Based on a 12-week double blind study com- 
paring A/T/S 2% Topical Solution (81 patients 
evaluated) with the A/T/S vehicle (75 patients 
evaluated) in acne vulgaris at b.i.d. dosage. With 
the A/T/S vehicle, papules and pustules were 
reduced from 1989 to 1338 over the 12-week 
period. Of the total of 90 patients exposed to 
A/T/S 2% Topical Solution, 17 experienced 
some type of adverse effect, including dry 
skin, scaly skin, pruritus, irritation of the eye 
and burning sensation.** 





**Data on file and available on request from 
Hoechst-Roussel Pharmaceuticals Inc., 
somerville, New Jersey 08876. 


Please see prescribing information 
on the following page. 
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COMPUTERS AND MEDICINE 


Resources b Administration Developmental b, 









Jescription A/T/S™ (erythromycin) is an 
intibiotic produced from a strain of Strep- 
omyces erythraeus. It is basic and readily 
orms salts with acids. Each mL of A/T/S (ery- 
hromycin) topical solution contains 20 mg of 
ythromycin base in a vehicle consisting of 
alcohol, propylene glycol, and citric acid. The 
alcoho! content is 66%. 







è Financial 


* Clinical è Experimental 


Actions Although the mechanism by which 
\/T/S acts in reducing inflammatory lesions of 
icne vulgaris is unknown, it is presumably due 
o its antibiotic action. 
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e Articles $ Scheduling 


ndications A/T/S is indicated for the topical 
:ontrol of acne vulgaris. 


;ontreindication A/T/S is contraindicated 
1 persons who have shown hypersensitivity to 
iny of its ingredients. 
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'"recautions A/T/S is for external use only = 
ind should be kept away from the eyes, nose, 
nouth, and mucous membranes. Concomitant 
opical acne therapy should be used with cau- 
ion because a cumulative irritant effect may 
ccur, especially with the use of peeling, des- 
juamating, or abrasive agents. 

The use of antimicrobial agents may be as- 
jociated with the overgrowth of antibiotic- 
esistant organisms; in such a case, antibiotic 
idministration should be stopped and appro- Ax Jen f f 
yriate measure taken. This bi-monthly publication is an invaluable source of information onthelatest — . 
\dverse Reactions. Of a total of 90 patients developments in medical computing technology. Produced by the AMA 
xposed to the drug during clinical effective- Computer Systems in Medicine Program, Computers and Medicine reports 
Yess studies, 17 experienced some type of ad- | On the ways computer technology is used clinically and administratively in 


rerse effect. These included dry skin, scaly | private practices, hospitals, clinics, and medical societies. 


skin, pruritus, irritation of the eye, and burnin x ; s ; 
cc enin , : The format of Computers and Medicine emphasizes brief articles which — 
dosage snd Auiiniliistian: ANIS sho VR nA T cone Bia Hatka ge punan m as 4 
e applied to the affected area twice a day | Well as those in developmental an experimental stages. Information on 
ifter the skin is thoroughly washed with warm whom to contact for more details IS also included. 


vater and soap. Moisten a pad with A/T/S, Plug into the medical computing information network; subscribe to 


hen rub the pad over the entire facial area. ae 
Acne lesions on the neck, shoulder, chest, and Computers and Medicine today! 
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yack may also be treated in this manner. i Subscriber: Services ^4 
4ow Supplied Topical solution — 60 mL. | | American Medical Association ! 3 
Store at controlled room temperature: 15° to r 535 N. Dearborn St., Chicago, IL 60610 | 1 
30°C (59° to 86°F). ca m 
' ) I | wish to subscribe to Computers and Medicine for the period indicated 
Q 7512-281 i ; ! | 
below. Enclosed is my check (payable to AMA) for $ i p 
Literature issued 10/80 ' [] 1 year subscription, 6 issues [] 2 year subscription, 12 issues | 
Manufactured by Eli Lilly and Company $12 U.S. and U.S. Poss. $20 U.S. and U.S. Poss. j 
Indianapolis, Indiana 46206 for | 
Name 
4 HOECHST-ROUSSEL | | l | 
I PHARMACEUTICALS INCORPORATED i Address l 
«a SOMERVILLE, NEW JERSEY 08876 | | f 
ea i City/State/Zip | 
ae OR 5 a a a aae eT A 


40A 


„SEIZE. 


CONTROL 


of the severe 
dermatoses 
you treat most often. 
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Maxiflor : 


(diflorasone diacetate 0.05%) 


Maximum steroid therapy, 





optimum steroid delivery. 


Effective control of psoriasis and eczema in clin- 
ical studies. Cream — less irritating, just as effec- 
tive as fluocinonide cream in treating moderate 
to severe psoriasis and eczema? Ointment — 
once daily use is as effective as t.i.d. betametha- 
sone valerate ointment in treating eczema? 


Enhanced percutaneous penetration. Formu- 
lated for optimum steroid release from vehicles 
—to maximize therapeutic effect? 


Summary of Brief Prescribing Information. 


Maxiflor™ (diflorasone diacetate 0.05%) Cream and Ointment 

Indications: Topically as adjunctive therapy for inflammation in 
steroid-responsive dermatoses. Contraindications: Contraindi- 
cated in vaccinia, varicella, and those patients with hypersensitivity 
to any of the components. Precautions: If irritation develops, dis- 
continue use and treat appropriately. If infection is present, use 
with appropriate anti-infective therapy or withhold steroid until 
infection is controlled. If extensive areas are treated, take precau- 
tions against systemic absorption. Do not use extensively in large 
amounts, or for prolonged periods in pregnant women. Not 
for ophthalmic use. Occlusive dressing increases percutaneous 
absorption; extensive use may cause systemic effects. If large 
areas are treated, use sequentially and observe patient closely. 
May cause steroid withdrawal. Discontinue if body temperature 
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"Editorial 


Dialysis Treatment of Psoriasis 


eritoneal dialysis is wholly an experimental technique 

for the treatment of psoriasis and will remain so for 
several more years. Much more needs to be known about 
the effects of dialysis on the skin, although, in nephrology, 
the safety of the basic technology is well established. 
Physicians whose only recollections are of primitive dialy- 
sis, seen even less than a decade ago, need to become 
reaequainted.'" Worldwide, the anecdotal reports of suc- 
cess in the treatment of psoriasis have been encouraging, 
but the next important phase in our evaluation of dialysis 
requires well-controlled clinical studies. Some months ago, 
at the University of Missouri Medieal Center, Columbia, we 
began admitting patients to the first double-blinded, flip- 
flop, comparative study of dialysis for psoriasis. Results 
are expected by the middle of 1981. 

The first studies of dialysis of patients entirely disabled 
only by psoriasis and unresponsive to all other therapy 
were done in 1977 by Twardowski,’ a nephrology fellow 
working under the supervision of Karl Nolph, MD, with 
patients from our Department of Dermatology.** Further 
experimentation could not be hurried, in my opinion. The 
knowledge and experience gained during the last 36 
months from various single trials of dialysis and from 
small uncontrolled studies have proved to be extremely 
valuable in planning a well-controlled efficient clinical 
study."* Double-blind comparison studies can be mislead- 
ing if the design does not reflect the real complexity of all 
the important clinical problems. Although proper compara- 
tive controls are essential, inappropriately designed dou- 
ble-blind studies seem much overrated in the medical 
literature. Well-planned laboratory investigations, in- 
tended to expand our basic knowledge of the disease, 
should be built into double-blind studies routinely. The 
* objective is not to invalidate current assumptions, but to 
improve our understanding of dialysis and our future 
inventiveness. Ultimately, we are seeking some new vari- 
ant of dialysis that may be helpful in the treatment of 
some severe forms of psoriasis, and yet be as safe and 
simple as possible. 

Research into the humoral factors that control the 
growth of the skin, for example, has generally been 
encouraged by clinical trials of dialysis." Skilled investiga- 
tors from nephrology and other disciplines never before 
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concerned with psoriasis are completing useful studies, 
some of which were planned at the national meetings on 
dialysis for psoriasis." We have been reminded how little 
accurate and verified information is available about the 
natural course of psoriasis. Patient survey questionnaires, 
or even better methods of history taking, are not useful, 
except perhaps to plan a better study. We need data that 
are verified by direct examination by experienced physi- 
cians working in planned prospective studies. Such infor- 
mation developed over decades with emphasis on the 
severe disabling types of psoriasis is lacking, of course. The 
incidence of spontaneous remissions is not known, and less 
is known of their clinical characteristies or biochemistry. 
We intuit that the mildest types of psoriasis remiss easily 
or frequently, and that the most severe forms rarely do. 
Matched and simultaneous sham therapy must be used in 
any clinical study to correct our many oversights. A sham 
peritoneal dialysis is a complex procedure. All of these 
problems prevent anyone from concluding quickly about 
the value of dialysis for the treatment of the several 
different severe types of psoriasis. 

Halevy and associates (see p 69) have enjoyed some 
success with dialysis, and they use a larger dose than we do. 
Dose is important. One criticism of our program is that the 
dose may be 50% to 75% too low. At present, the dose of 
dialysis is determined by the duration (48 hours) of treat- 
ment using an established technique of dialysis. A more 
precise method of stating dose is to establish individual 
dialysis clearances determined for some important sub- 
stance (such as urea or circulating WBCs) and to record the 
result as milliliters per hour or liters per week.'** In fact, 
clearances differ between psoriatic and renal disease 
patients and among individuals, as shown by Rubin et al." 
Almost a new approach must be used in diseussing the 
dialysis of persons with normal renal functions.'** 

The main question is, how effective is dialysis for 
psoriasis once we agree the dose is sufficient? Just as 
Halevy et al note, we find that almost every patient with 
the extensive chronic plaque-type of psoriasis improves 
temporarily. Only about half of these go on to show 
clearing of 90% to 100% of their lesions, and only about 10% 
of all patients with plaque psoriasis will sustain the 
improvement for at least one year. Of the first ten patients 
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treated by Twardowski' three years ago, two remain 
entirely clear, four have had relapses but remain variably 
improved (about 25% to 50%), and the other six (having had 
pustular-erythrodermic psoriasis) did not improve then or 
since. Considering the severe disease and the hopelessness 
of these patients, perhaps a 20% salvage rate is encourag- 
ing. Many of the patients dialyzed remain better, and some 
respond to other treatments that failed them before. 
Combinations of dialysis with other therapy may have 
promise in the future. Repetitive or maintenance dialysis 
may be useful. We have begun our experience with main- 
tenance dialysis for one patient whose crippling arthritis 
responds to treatment every six months. Because our data 
are confined to the effectiveness and safety of a single 
short-term dialysis, we need to learn much more about 
long-term maintenance treatment. 

In previous articles,’ I discussed my medical reasons for 
preferring peritoneal dialysis over hemodialysis for the 
treatment of psoriasis. Entry into the vascular space of 
patients with end-stage renal disease (ESRD) is a well- 
proved treatment, facilitated by the depression of the 
clotting cascade and impairment in the dysfunction of 
platelets that characterizes their disease. We chose to avoid 
entering the vascular space to dialyze patients with psoria- 
sis. 

In published reports of dialysis for psoriasis, we must 
separate entirely the patients with ESRD who have mild 
psoriasis and who are being maintained by weekly hemodi- 
alysis from those patients who have very severe psoriasis, 
no renal disease, and who are dialyzed weekly for only one 
month. This error appears regularly in published commen- 
taries and reviews and should be corrected. 

Another concern is to avoid comparing results from 
series in which the severity and chronicity of the psoriasis 
are not similar. The degree of sustained disability, the time 
elapsed since the last remission, and the incidence of flares 
are as important as the surface area involved. All patients 
in our series had disabling and unremitting disease despite 
vigorous topical treatment. More careful appraisal of the 
sustained “biologic cost” of extensive psoriasis is necessary 
to make proper comparisons of the results of various 
treatments for psoriasis. 

Caution and safety are the most important issues in 
deciding to treat psoriasis with dialysis. Almost all of the 
risk in peritoneal dialysis is caused by the preexisting 
metabolic and cardiovascular diseases of ESRD.’ Peritoni- 
tis is uncommon (incidence is about 0.5%) if the improved 
procedure is followed, with use of a plastic valve implanted 
in the abdominal wall. An abdominal hernia, if waiting for 
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a chance to occur, may be realized during peritoneal * 
dialysis. Except in rare instances, usually in ill, old, or 
immune-deficient persons, peritonitis induced by dialysis 
is mild and quickly controlled. Other mild complications of 
dialysis include pain or discomfort during filling of the 
abdomen, “orthopedic pain and strains” persisting after 
dialysis, transient dehydration, headache, nausea, anxiety, 
and sleep disturbances. 

Our experience with more than 100 cases of peritoneal 
dialysis is that the procedure is tolerated very well, and, 
under a proper protocol, is safe. Furthermore, we are 
assured now that no adverse side effects develop over a 
three-year follow-up period, but we will be watchful. Much 
more needs to be learned. In the meantime, however, for 
those few young patients severely disabled with psoriasis 
and arthritis, who are clearly unresponsive to all other 
therapy, peritoneal dialysis does offer safe and reasonable 
treatment to sustain hope. 

PHILIP C. ANDERSON, MD 
Columbia, Mo 
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` Original Contributions 


Dialysis Therapy for Psoriasis 


Report of Three Cases and Review of the Literature 


Sima Halevy, MD; Jonathan Halevy, MD; Geoffrey Boner, MBBCh; Joseph B. Rosenfeld, MD; Eleasar J. Feuerman, MD 


è Three patients with psoriasis, who were resistant to all 
modes of accepted therapy, underwent 32 hours of peritoneal 
dialysis weekly for ten weeks. In two patients, there was a 
clearing of 80% of the psoriatic lesions after completion of 
therapy. In one of these patients, there was a recurrence of the 
lesions two months later, but the other patient is still in relative 
remission after 12 months. The third patient had clearing of 50% 
of the lesions, but there was recurrence two months after 
cessation of treatment. This experience as well as a review of the 
literature indicates that dialysis may have a positive effect on 
psoriasis and that the effect obtained is more prominent with 
peritoneal dialysis than with hemodialysis. 

(Arch Dermatol 117:69-72, 1981) 


n 1976, McEvoy and Kelly’ were the first to report the 
disappearance of psoriatic lesions in a patient with 
chronic renal failure who was treated by hemodialysis. 
After this initial observation, reports have appeared on the 
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effects of dialysis (peritoneal, hemodialysis, or hemoperfu- 
sion) in an additional 58 patients with psoriasis," four of 
them being examined in a controlled study.? The lack of 
agreement in these reports as to the efficacy and mecha- 
nism of effects of dialysis in psoriasis prompted us to 
report our own experience with three patients and to 
review the literature on this subject. 


PATIENTS AND MATERIALS 


Three patients, resistant to all modes of local and systemic 
treatment, were selected for dialysis therapy. An informed con- 
- sent was obtained from each. None of the patients had been taking 
any medication for a month before initiation of dialysis. Before 
therapy was begun, the size and appearance of the skin lesions 
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were recorded and photographed. Changes in the lesions during 
therapy were evaluated clinieally by the same dermatologist 
who also compared sequential photographs. 

After the study had been approved by the Local Committee for 
Research Involving Human Subjects, the patients underwent ten 
weekly peritoneal dialysis (PD) treatments. An acute PD catheter 
was inserted after the abdomen had been filled via a wide-bore 
needle with 1.5 L of warm PD solution (1.5% dextrose). After the 
insertion of the catheter, 2L of fluid was exchanged hourly for 32 
hours. Eight milliequivalents of potassium chloride was added to 
each 2-L exchange, ie, 4 mEq/L; 500 units/L of heparin sodium 
was added to the initial six exchanges. The patients were encour- 
aged to drink water during the dialysis procedure. The patients 
were admitted to the hospital before each treatment and were 
discharged after removal of the peritoneal catheter. Predialysis 
and postdialysis serum chemistry values and hematocrit levels 
were determined by routine laboratory methods. All laboratory 
values before and after dialysis were combined and analyzed by 
the Student's t test for paired data. 


REPORT OF CASES 


Case 1.—A 39-year-old man, who had suffered from generalized 
psoriasis associated with mild itching from the age of 19 years, 
failed to receive any long-term benefit from several modes of local 
therapy, including anthralin paste, Goeckerman treatments, and 
0.025% fluocinolone acetonide applied with occlusive dressings. 
There was a good response to azathioprine therapy but it had to be 
discontinued after the development of leukopenia. Methotrexate 
therapy was ineffective. This patient required daily treatment 
with the topical fluoridated corticosteroids and occlusive dressings 
and frequent hospitalizations. 

Examination of the patient immediately before the first PD 
showed generalized psoriasis with pink-red plaques and papules 
covered by a prominent silvery scale (Fig 1). Lesions were 
especially numerous on the lower limbs. The fingernails showed 
subungual hyperkeratosis. 

One week after the first dialysis, the scales were thinner, looser, 
and less prominent, and the papules and plaques had become 
flattened and more pale. These objective changes were accompa- 
nied by a strong subjective feeling of improvement that continued 
throughout the course of treatment. During the next few weeks 
there was a gradual clearing of lesions on the trunk. From the 
fifth dialysis on, improvement was also apparent on the lower part 
of the body, with the appearance of islands of normal skin on the 
legs. After the eighth dialysis treatment, new lesions appeared on 
the sides of the trunk and upper limbs. At the same time, however, 
lesions on the lower limbs continued to regress, disappearing 
completely after the tenth dialysis. No change was observed in the 


Dialysis Therapy—Halevy et al 69 





w de ee ee n" >. Se 





A 


y 


E 


ae arte) NS 


— 
. i i he 
~ (C 
se Lv" > 
Tan 


` | S ae LN + m 


a Wr 2 P i: T. Hae 


ex ik 


yf ~ 4 3 > A 
VIL ^e 
LY e N 





Fig 1.—Patient 1 before initiation of dialysis treatment. 


nails. Overall, PD caused an 80% clearing of lesions (Fig 2) and 
control of the disease without any topical treatment for an 
additional two months, after which new lesions gradually began to 
appear, notably on the trunk. 

Case 2.—A 52-year-old man had suffered from generalized 
recurrent psoriasis associated with notable inflammation and 
intense itching with burning sensations since he was 37 years old. 
The disease had been resistant to local forms of therapy, and the 
patient had been hospitalized frequently for long periods. During 
the previous nine years, the disease had been controlled with 
methotrexate, but there had been a severe exacerbation of psoria- 
sis when the drug therapy had been withdrawn five months ago 
because of impaired liver function. 

Examination of the patient indicated generalized psoriasis with 
extensive erythematous plaques showing notable inflammation, 
fissuring, and oozing (Fig 3). The nails were thickened and showed 
subungual hyperkeratosis. 

Dialysis treatment was begun and, after the first two dialyses, 
the skin showed a marked dryness. After the third dialysis, there 
was substantial improvement in the dermatitis. The scale was 
looser and less prominent, the inflammatory reaction was reduced, 
most of the fissures had healed, and the plaques were flattened 
and less erythematous. Many truncal lesions cleared and islands of 
normal skin appeared on the thighs. After the fourth dialysis 
treatment, there was complete clearing of lesions on the back. 
Further clearing of lesions was noted in the subsequent six weeks 
of treatment, but the nails failed to show any improvement. After 
completion of the treatment course there was a 50% clearing of the 
skin lesions, a subjective feeling of improvement, and diminished 
burning sensations (Fig 4). Except for application of occlusive 
dressings with 0.25% fluocortolone pivalate for a few days imme- 
diately after the termination of dialysis treatment, the disease 


70 Arch Dermatol—Vol 117, Feb 1981 





4 TES "y mL ay i B | 


rA ' PO Fee "*. 


Fig 2.—Patient 1 after completion of dialysis therapy. 


was kept under good control for another two months with only 5% 
salicylic acid ointment. After this, there was a severe flare of the 
psoriasis. 

Case 3.— This 43-year-old woman had suffered from generalized 
psoriatic disease associated with itching and burning sensations 
since she was 27 years old. Local therapy (including anthralin 
paste, tar preparations, and 0.025% fluocinolone acetonide and 
0.25% fluocortolone pivalate applied with occlusive dressings) gave 
only temporary relief with rapid recurrence of the rash. Metho- 
trexate therapy had produced initial improvement, but had been 
stopped four months before initiation of peritoneal dialysis. 

On examination, the patient was found to have generalized 
psoriasis with confluent erythematous plaques covered by promi- 
nent silvery scales. 

After the first dialysis treatment, the scales became thinner, 
looser, and less abundant. From the second to the sixth dialysis 
procedure, the psoriatic plaques on the trunk flattened and became 
more pale. After the sixth dialysis treatment, islands of normal 
skin appeared on the trunk, thighs, and lower part of the legs. The 
seventh and eighth dialyses were followed by temporary exacer- 
bations of psoriasis, coincidentally or otherwise, at a time when 
the patient suffered from emotional stress after onset of a vaginal 
discharge and an intercurrent respiratory tract infection. 
Improvement was seen again on the trunk after the next two 
dialyses, but erythematous lesions and scales were still present on 
the limbs. At the end of the treatment course, there was 60% 
clearing of skin lesions with a subjective feeling of improvement. 
During the next six months, the disease was kept under good 
control with only 2% salicylic acid ointment with a further 20% 
clearing of lesions. 


RESULTS 
Laboratory Data 


In the 30 dialysis treatments carried out in these three 
patients, there was a rise in the hemoglobin levels from a 
mean of 12.9 + 0.9 g/dL to 13.7 + 0.8 g/dL (P < .001) and 
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Fig 4.—Patient 2 after completion of dialysis therapy. 


a rise in the hematocrit reading from a mean of 
39.7% + 2.4% to 42.1% + 34% (P< .001), reflecting the 
mild hemoconcentration induced by the hyperosmotic dial- 
ysis solution. Mean BUN values were 11 + 3 mg/dL before 
dialysis and 8 + 3 mg/dL after dialysis (P < .001). Mean 
values of uric acid were 6.55 + 1.6 mg/dL before and 
5.8 + 1.4 mg/dL after dialysis (P < .001). The mean glu- 
cose level was 97 + 10 mg/dL before and 117 + 19 mg/dL 
after dialysis (P < .001), reflecting the absorption of glu- 
cose from the dialysis solution. There was no substantial 
change after dialysis in the following serum values: WBCs, 
lymphocytes, platelets, creatinine, sodium, chloride, potas- 
sium, complement components C3 and C4, total protein, 
protein electrophoresis, lactic dehydrogenase, SGOT, alka- 
line phosphatase, calcium, phosphorus, and cholesterol. 


Clinical Summary 


Patient 1 showed an 80% clearance of lesions when 
treatment was instituted. There was a progressive 
improvement that began one week after the first dialysis 
procedure and lasted throughout the ten treatments. Two 
months after therapy was completed there was a gradual 
reappearance of lesions. Patient 2, who had severe inflam- 
matory psoriasis with fissuring and oozing, showed 
improvement from the first dialysis, with 50% clearance of 
lesions by the end of the treatment period. Two months 
after the last dialysis, some exacerbation occurred. In 
patient 3, who also showed an improvement after the first 
dialysis, there was a 60% clearance of lesions by the end of 
the treatment course. Subsequently, there was further 
improvement up to 80% clearing of lesions. At the time of 
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this writing, 12 months later, the patient is still in relative 
remission. 


COMMENT 


Up to August 1979, 59 patients with psoriasis had been 
reported to have undergone dialysis therapy, with evalua- 
tion of their lesions before and after initiation of treat- 
ment. In a lecture presented at our institution (May 1979), 
J. Gurland, PhD, reported that 39 cases drawn from ten 
reports had been reviewed and four comments had been 
made during various recorded discussions.'*'* Subsequent- 
ly, another three cases were reported from India," one 
from Canada," and 13 from Japan," in addition to the 
three patients treated by us who have been described 
previously in preliminary communications.’ Of these 59 
patients, 25 (42.3%) underwent peritoneal dialysis (three of 
them both peritoneal and hemodialysis) and 34 (57.7%) 
underwent hemodialysis alone or hemoperfusion. Seven- 
teen of these were patients undergoing dialysis because of 
chronic or acute renal failure, but 42 (70.1%) had normal 
kidney function and underwent dialysis as treatment for 
psoriasis. In 39 (66%) of the 59 patients, there was substan- 
tial improvement (50% to 100% clearing of psoriatic lesions) 
after dialysis; in 12 (20%), there was a partial response (35% 
to 50% clearance of skin lesions); and in only eight (14%) 
was there a lack of response or less than 35% clearing of 
lesions. The response rate, whether substantial or partial, 
was 96% (24/25) for peritoneal dialysis and 79% (26/34) for 
hemodialysis or hemoperfusion. 

One of the major points of criticism in the evaluation of 
the response of these patients to dialysis therapy is that 
psoriasis is a disease with an unpredictable, cyclical course 
and that the temporal relationship between the procedure 
of dialysis and the clearing of the skin lesions may be a 
placebo effect of a new, invasive mode of therapy. It is 
difficult to contradict these arguments without conducting 
a well-designed, controlled trial. However, it must be 
stressed that all of the nonuremic patients with psoriasis 
observed had extremely severe psoriasis resistant to exten- 
sive topical therapy or cytotoxic therapy given for systemic 
effect. The prompt response of our patients to dialysis, 
with clearing of some lesions after the first few treatments 
and, perhaps, the transient flare in one patient during a 
period of physical (and emotional) stress, suggest that this 
was not a mere placebo effect. In our opinion, the con- 
trolled study reported recently by Nissenson et al? and the 
two cases in which psoriasis was reported to have devel- 
oped during hemodialysis”?! do not present conclusive 
evidence that dialysis has no objective effect on the course 
of the disease. In the study reported by Nissenson et al, 
hemodialysis was done on consecutive days and for only a 
short time. Furthermore, of the seven patients, four had 
erythrodermic psoriasis, which has been shown to be 
resistant to dialysis therapy.‘ The best responses reported 
in the literature were achieved by investigators who 
performed weekly peritoneal dialysis or hemodialy- 
sis,^*'*'" and who had sufficient patience to continue 
dialysis when there was no demonstrable response after 
the first few treatments. It is of interest, too, that the rate 
of response was much higher for peritoneal dialysis (96%) 
than for hemodialysis (79%). 

Almost all of the authors reporting on dialysis therapy 
for psoriasis suggest a possible mechanism of effect, 
including absorption of some beneficial substance from the 
dialysis solution or extraction from the body of a “psoriatic 
toxin” (the “psoriasis factor") by dialysis. The latter 
possibility is the more conceivable, since substances 
absorbed from the dialysis solution (lactate and bicarbon- 
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ate) have been found to have no effect on psoriasis. 
Heparin, which has been claimed to be effective in clearing 


psoriatie lesions when administered in considerable 
amounts,"?' was used in insignificant amounts in our 
study. 


A psoriatic toxin, which might be eliminated by dialysis 
but not excreted by normal kidneys, has not yet been 
demonstrated or isolated. The fact that current research 
has led to theories that psoriasis results from a defect in 
the cyclic adenosine monophosphate cascade** and that 
there are immunological mechanisms also involved?» sug- 
gest, that if a psoriatic toxin exists, it may have some 
effect on immunological responses. We are currently inves- 
tigating the influence of peritoneal dialysis on cell- 
mediated immunity in patients with psoriasis. 

There are two major complications that are to be 
expected in the use of peritoneal dialysis in patients with 
normal renal function. The first complication is perfora- 
tion of the bowel during insertion of the peritoneal cathe- 
ter. However, insertion of the catheter after the abdomen 
has been filled with fluid through a large-bore needle 
makes perforation less likely.” The second possible compli- 
cation is peritonitis. This has been reported as occurring 
in 6.3% of patients undergoing peritoneal dialysis through 


an acute dialysis catheter, although these were severely ill 
patients." However, the incidence of peritonitis in patients 
receiving peritoneal dialysis because of chronic renal fail- 
ure has been described as being as low as 0.24%. In our 
patients, strict adherence to aseptic technique and their 
good general condition contributed to the absence of these 
complications. 

Our experience with three patients and the response 
patterns seen in an additional 56 patients with psoriasis 
described in the literature suggest that dialysis does have 
an effect on psoriasis and that this effect is more promi- 
nent after peritoneal dialysis than after hemodialysis. The 
clinical response is not always complete, however, and in 
most cases is short lasting. For these reasons, and because 
such therapy is not a simple procedure, dialysis is not a 
practical mode of treatment for psoriasis. Nonetheless, 
although the exact mechanism by which dialysis affects 
psoriasis is still unknown, it could provide an avenue for 
research that might be fruitful in elucidating the cause of 
this troublesome disorder. 


Nonproprietary Name and 
Trademark of Drug 


Azathioprine—/muran. 
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White Sponge Nevus 


Ronald J. Jorgenson, DDS, PhD, L. Stefan Levin, DDS, MSD 


e White sponge nevus (WSN) is one of a number of white 
lesions of the oral mucosa. It is an autosomal dominant disorder 
of wide variability and high penetrance. White sponge nevus is 
characterized by white, spongy lesions of the oral mucosa, 
although extraoral mucosae may also be affected. Onset is early 
in life, and both sexes are affected equally. There are no 
extramucosal lesions associated with WSN. The plaques of WSN 
are benign and may undergo alternate periods of remission and 
exacerbation. In two of our cases from an affected family, 
penicillin precipitated remission of the plaques. 

(Arch Dermatol 117:73-76, 1981) 


ite sponge nevus (WSN) is an autosomal dominant 

disorder characterized by benign, nonpainful, white, 
spongy plaques of the oral mucosa; the nasal, esophageal, 
laryngeal, vaginal, and anal mucosae may also be affected. 
The expression of WSN is variable. Any part of the oral 
mucosa may be affected, and the sizes of the plaques vary 
from one individual to another and from time to time in the 
same individual. The reason for changes in the severity and 
extent of the disease is unknown. It has been reported that 
penicillin use is associated with remission,' that there is no 
association between severity and stage of the menstrual 
cycle, that the plaques become more pronounced with 
pregnancy,’ and that treatment with vitamins or antihis- 
tamines produces no benefit.** The plaques of WSN are 
asymptomatic and are usually present for some time 
before being noticed. The surfaces of the plaques are thick, 
folded, and soft and may peel away from the underlying 
tissue. Microscopically, the plaques consist of parakeratotic 
and acanthotic epithelium. The cells in all layers of the 
epithelium may be vacuolated, or the vacuolization may be 
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patchy in distribution. Cell nuclei are pyknotic, and the 
subjacent connective tissue is normal.** 

The pathogenesis of WSN'*"' has been suggested to be 
an alteration in the distribution of tonofilaments in epithe- 
lial cells. In addition, there is considerable variation in the 
way in which fibrous protein is stored in the cytoplasm, 
which suggests an error in the maturation of epithelial 
cells. The epithelial cells do not desquamate normally, 
resulting in a thickened horny layer. 

The purpose of this report is to describe a family with 
WSN and to review cases previously reported. 


METHODS 


Clinical evaluations were carried out on three members of the 
family of a 26-year-old man who was seen for evaluation of white 
plaques on his buccal mucosa. Biopsies were performed on the 
plaques in his mouth and on those in his mother's mouth, and on 
microscopic inspection the plaques were diagnosed as WSN. 

The available literature was searched for cases of WSN. For 
each reported case, notation was made of the location of the 
intraoral plaques, the presence of plaques on other mucosal 
surfaces, the apparent age of the patient at onset of the plaques, 
and associated findings. Pedigrees were constructed from the 
description of familial cases or were reproduced from the original 
reports for a study of the segregation of WSN in families. 


REPORT OF A CASE 


A 26-year-old white man was seen for evaluation of white 
plaques of the buccal mucosa (Fig 1). The plaques were bilateral, 
had been present since birth, and were limited to the buccal 
mucosa. There had been periods of exacerbation and remission of 
the lesions throughout his childhood. During exacerbation, the 
buccal and labial mucosae and the mucosae of the soft palate and 
uvula were involved. For the past several years, the size and 
character of the plaques had not changed unless penicillin was 
taken; then, they became smaller and projected less from the 
surrounding mucosa. Occasionally, small portions of the plaques 
would desquamate spontaneously. The plaques had never been 
painful, and the mucosa under desquamated areas was said to be 
pink and nonhemorrhagic. Several modes of treatment, including 
vitamin therapy and mouth rinses, had been recommended, but 
none was successful. 

On examination, the plaques were raised and had a slightly 
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Fig 1.—White sponge nevus in proband of family. 
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Fig 2.—Photomicrograph of white sponge nevus from buccal 
mucosa of proband. Aggregates of vacuolated epithelial cells are | 


present (hematoxylin-eosin, original magnification x 160). 


Examined, Affected 


Reported Affected 


Not Examined 


Deceased, Not Examined 


Fig 3.—Pedigree of proband's family. Arrow indicates proband. 


shaggy surface. They were located on the buccal mucosa at the 
level of the plane of occlusion. There were no associated lesions of 
the eyes, skin, or other mucosal surfaces. 

A biopsy specimen was submitted for light microscopic study. 
The specimen consisted of stratified squamous epithelium and 
fibrous connective tissue (Fig 2). The surface epithelium was 
acanthotie and covered by a thick layer of parakeratotic cells. 
Scattered throughout the epithelium under the parakeratin layer 
were individual prematurely keratinized cells. Many islands of 
enlarged epithelial cells without cytoplasm were found, most of 
which were devoid of nuclei; the nuclei present were smaller than 
normal. The subjacent fibrous connective tissue was normal, and 
there were no signs of inflammation. 

The patient reported that his mother, half-brother, and a 
maternal aunt were similarly affected (Fig 3). The mother's 
lesions were noted on examination to be limited to the buccal 
mucosa and the floor of the mouth. However, they reportedly 
involved the labial mucosa during exacerbation. Flares were not 
related to a known environmental agent and did not occur at 
specifie times of the month or year. Biopsy specimens from her 
buccal mucosa demonstrated changes similar to those of her son, 
although the epithelium was thinner and lacked the shaggy 
parakeratin surface. The aunt's lesions involved the buccal mucosa 
and floor of the mouth at the time of examination; however, she 
did not feel that she was affected, and no further history or biopsy 
specimen could be obtained. The half-brother was not examined, 
but his lesions were reported to involve only the buccal mucosa. 
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SUMMARY OF REPORTED CASES 


Seventy-six cases of WSN recorded in the literature 
were considered sufficiently well described for analysis of 
their clinical features." +°- These 76 patients derived 
from 42 families, 29 of which had more than one affected 
family member. Other reported cases were not included in 
the analysis because they were inadequately re- 
ported." 7»**** The family described here raises the num- 
ber of well-validated cases to 80 in 43 families. 

Race was specified or was apparent from clinical photo- 
graphs in 60 of the 80 cases; 57 patients were white, two 
were black, and one was an East Indian. Thirty-nine 
patients were male and 41 were female, a 1:1.05 sex ratio. 
However, 60 male relatives and 53 female relatives of the 
described patients were reported to be affected, for an 
overall sex ratio of 1.05:1. The ages of the patients reported 
on ranged from 2 to 67 years. 

Table 1 lists the distribution of the plaques on the oral 
mucosa of isolated and familial cases. The buccal mucosa 
was involved in all but one case. The hard palate, soft 
palate, and faucial pillars were affected least often in 
isolated and familial cases. Among familial cases, the 
buccal mucosa was affected most frequently, followed by 
the labial mucosa, tongue, alveolar mucosa, and floor of the 
mouth. There were too few isolated cases to be certain of 
the relative frequency of involvement of affected sites. In 
general, the plaques were more extensive in isolated cases 
than in familial cases. 

Other mucosal surfaces were said to be affected in 11 of 
the 80 reported cases and to be normal in 23. The mucous 
membrane or epithelial surfaces affected were those of the 
nose, esophagus, vagina, anus, and penis. No statements 
about other mucosae were made for the remainder of the 
cases. No extramucosal lesions or diseases were consistent- 
ly reported as associated with WSN; herpetic lesions were 
present in affected individuals of one family” and mental 
retardation in another.” 

The age at onset of the plaques was reported to be 
during infancy in seven cases, during childhood in seven, 
and as "always remembered” in four. Specific ages of first 
report were noted for 33 cases; the ages were at birth in 
eight cases, ages 2 to 10 years in nine cases, ages 11 to 20 
years in 12 cases, and over 20 years in four cases. The most 
advanced age at first report was 42 years. In 29 cases, the 
age at onset or first report was not mentioned. 

The pedigrees of 16 families described in the literature 
and that of the family reported here (Fig 3) were suffi- 
ciently complete to be included in a test of the hypothesis 
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. Table 1.—Distribution of White Sponge Nevus on Oral Mucosa 


Incidence, 96 
————————————————————————————————————————————————————————————————————————————————————————————— 


Labial Mucosa Buccal Mucosa Alveolar Mucosa Floor of Mouth Tongue Hard Palate Soft Palate  Faucial Pillars 









Isolated cases 
M 60 100 70 50 70 40 40 10 


F 40 100 60 0 40 20 20 0 


Familial cases 


100 17 46 17 07 









Table 2.—Test of Autosomal Dominant Mode of Inheritance of White Sponge Nevus 


Expected (E) Affected Observed S Affected O—E (O — EY 
6.0 1.0 1.00 
11.0 1.0 1.00 
13.5 6.5 42.25 


12.0 17 5.0 25.00 2.0833 
i 7.5 = 4.5 20.25 2.7000 

12.0 —4.0 16.00 1.3333 

14.0 2.0 4.00 

5.0 —4.0 16.00 3.2000 





81.0 . 12.9894 


of autosomal dominant inheritance.* Individuals whose 
status with regard to WSN were unknown were not 
included in the segregation analysis. Both members of 
dizygous sets of twins were included, but monozygous 
twins were counted as one individual. One family was 
eliminated from the analysis because there were too few 
sibs to allow correction for the bias of ascertainment. In all 
families, the probands and descendants of the probands 
were not included, necessitating the exclusion of two other 
families where all affected persons in the family were 
descendants of the proband. The results of the analysis are 
shown in Table 2. Fifty sibships were at risk on the basis of 
having an affected parent or having more than one 
affected individual in a sibship. Ninety-three of 162 indi- 
viduals in the sibships were affected, a segregation ratio 
comparable to that expected for an autosomal dominant 
trait (x? = 12.9894, df = 7, P< .10). 


COMMENT 
Differential Diagnosis 


White lesions of the oral cavity may occur alone or may 
be associated with other mucosal and nonmucosal defects. 
The oral lesions of leukoplakia, chemical burns, trauma, 
tobacco use, and syphilis may occur alone and are not 
known to be genetic in etiology. They are sufficiently 
different from the plaques of WSN in clinical and micro- 
scopic appearance to be easily differentiated, especially 
when a family history is absent and there is a positive 
history of environmental cause. In addition, these lesions 
lack the characteristic hyperparakeratosis, aggregates of 
vacuolated epithelial cells with pyknotic nuclei, and prema- 
turely keratinizing epithelial cells of WSN. The underlying 
fibrous connective tissue in WSN is normally not infil- 
trated by inflammatory cells unless the lesions are second- 
arily traumatized. White sponge nevus may be confused 
with candidiasis; however, biopsy specimens, culture of the 
organisms, and response to antifungal agents differen- 
tiate the two. 

The lesions of pachyonychia congenita, hereditary 
benign intraepithelial dyskeratosis (HBID), Darier’s dis- 


*References 2, 12, 17, 19, 23, 24, 27, 29, 31, 33, 34, 37. 
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ease, dyskeratosis congenita, lichen planus, and lupus 
erythematosus (LE) may be similar to those of WSN.**°° 
Except for lichen planus and, rarely, LE, which may be 
limited to the oral cavity, associated extraoral lesions 
distinguish these disorders from WSN. Patients with 
pachyonychia congenita have palmar and plantar hyper- 
keratoses, hyperhidrosis, and abnormalities of the nails; 
individuals with HBID have foamy gelatinous plaques on 
the bulbar conjunctiva, and they lack white plaques on 
other mucosal surfaces.'*^' Vacuolated epithelial cells simi- 
lar to those in WSN are not found on light microscopic 
examination of the mucosal lesions of Darier’s disease or 
dyskeratosis congenita. On light microscopy of the mucosal 
lesions of lichen planus, saw-tooth rete pegs, necrosis of the 
basal cell layer with replacement by an eosinophilic coagu- 
lum, and a lymphocytic infiltrate limited to the most 
superficial portion of the connective tissue are noted.’ The 
oral lesions of LE are characterized by hyperkeratosis, 
acanthosis, occasional pseudoepitheliomatous hyperplasia 
and atrophy, necrosis of the basal cell layer, and an 
inflammatory cell infiltrate in the superficial and deep 
connective tissue.’ Neither lichen planus nor LE displays 
the typical hyperparakeratosis and epithelial cell vacuoliza- 
tion of WSN. 


Clinical Features 


According to our review of well-described cases, the 
buccal mucosa is the most common site for WSN, followed 
by the labial mucosa, the alveolar ridges, and the floor of 
the mouth. The mucosae of males and females are affected 
with equal frequency and to equal degrees, but nonfamilial 
cases are reported as more severely affected than familial 
cases. This difference in severity may be a result of 
ascertainment bias; the diagnosis may be made in mildly 
affected individuals when a relative is known to be 
affected. Also, in a nonfamilial case the patient may be 
labeled as having traumatic keratosis of the mucosa or 
clinical leukoplakia, unless the lesions are so widespread as 
to make these diagnoses unlikely. 

White sponge nevus may be congenital or noted during 
the first few decades of life. In cases of apparent late 
onset, the time of origin cannot be precisely ascertained, 
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since the plaques may have existed for years without being 
noticed. 


Genetics 


The segregation of WSN in families is compatible with 
that of an autosomal dominant trait. Thus, the risk that 
children of an affected individual will be affected is 50%. 

The expression of WSN is variable, that is, the extent of 
involvement of the oral mucosa and other surfaces varies 
from case to case. Penetrance for WSN is 87%; in well- 
described families, there have been 44 sibships for which 
one or the other parent was an obligate heterozygote and 


for which the status of the parents has been described. One , 
parent was affected in 37 of these sibships. In four 
well-described families, recessive inheritance was possible, 
but the segregation ratio was not compatible with reces- 
sive inheritance. One reported family was not included in 
the segregation analysis, since an only child was affected 
and new mutation could not be discounted. 


This study was supported in part by National Institute of Dental 
Research training grant TO1 DE00193 (Dr Levin). 

Brad Keeney, DMD, referred the proband of the family. Sylvia Sands, 
Christina Laspia, and Nancy Garfield assisted in preparing this article for 
publication. 


References 


1. O’Leary PA, Montgomery H, Brunsting LA, et al: White sponge nevus: 
Moniliasis? Arch Dermatol Syphilol 62:608, 1950. 

2. Browne WG, Isatt MM, Renwick JH: White sponge naevus of the 
mucosa: Clinical and linkage data. Ann Hum Genet 32:271-281, 1969. 

3. Everett FG, Noyes HJ: White folded gingivostomatitis. J Periodont 
24:32-41, 1953. 

4. Zagarelli EV, Kutscher AH: Familial white folded hypertrophy of the 
mucous membranes. Oral Surg 10:262-270, 1957. 

5. Archard HO: Stomatologie manifestations of internal and integumen- 
tal disorders, in Fitzpatrick TB, Arndt KA, Clark WH, et al (eds): 
Dermatology in General Medicine. New York, McGraw-Hill Book Co, 1971, 
p 915. 

6. Orban BJ, Wentz FM: Atlas of Clinical Pathology of the Oral Mucous 
Membranes. St Louis, CV Mosby Co, 1955, p 94. 

7. Shafer WG, Hine MK, Levy BM: A Textbook of Oral Pathology, ed 3. 
Philadelphia, WB Saunders Co, 1974. 

8. Colby RA, Kerr DA, Robinson HBG: Color Atlas of Oral Pathology, ed 3. 
Philadelphia, JB Lippincott Co, 1971, p 167. 

9. Cooke BED: Keratinizing lesions affecting the oral mucosa. Proc R Soc 
Med 60:819-822, 1967. 

10. Whitten JB: The electron microscopic examination of congenital 
keratoses of the oral mucous membranes: I. White sponge nevus. Oral Surg 
29:69-84, 1970. 

11. Frithiof L, Banéezy J: White sponge nevus (leukoedema exfoliativum 
mucosae oris): Ultrastructural observations. Oral Surg 41:607-622, 1976. 

12. Ludy TB, Shirazy E: Congenital leukokeratosis mucosa oris (keratosis 
diseminée de muquese). New Int Clin 4:38-41, 1941. 

13. Kinney RC, Derifield RS: Pachyderma oralis: Report of a case. J Oral 
Surg 14:71-73, 1956. 

14. Simpson HE: White sponge nevus: Report of three cases. J Oral Surg 
24:463-466, 1966. 

15. Darling AI, Fletcher JP: Familial white folded gingivostomatitis. 
Oral Surg 11:296-301, 1958. 

16. Cannon AB: White sponge nevus of the mucosa (naevus spongiosus 
albus mucosae). Arch Dermatol Syphilol 31:365-370, 1935. 

17. Zegarelli EV, Everett FG, Kutscher AH, et al: Familial white folded 
dysplasia of the mucous membranes. Arch Dermatol 80:59-65, 1959. 

18. Cooke BED, Morgan J: Oral epithelial naevi. Br J Dermatol 71:134- 
138, 1959. 

19. Haye KR, Whitehead FIH: Hereditary leukokeratosis of the mucous 
membranes. Br J Dermatol 80:529-533, 1968. 

20. Cohen L, Young AH: The white sponge naevus. Br J Oral Surg 
5:206-210, 1968. 

21. Scott CR: Hereditary leukokeratosis: White mouth. J Pediatr 68:768- 
772, 1966. 

22. Gandy DT: Nevus spongiosus albus mucosae: Report of a case. Tex J 
Med 48:145, 1952. 

23. Degos R, Ebrard G: Leucokeratose papillomateuse buccogénitale 
familiale. Bull Soc Dermatol Syphiligr 65:242-243, 1958. 

24. Cooke BED: Leucoplakia buccalis and oral epithelial naevi; a clinical 
and histological study. Br J Dermatol 68:151-174, 1956. 

20. Bolgert M, Friez P, Laroche JF, et al: A propos de trois cas de 
leucokératoses buccales exfoliantes. Rev Stomatol 67:405-415, 1966. 

26. Tarel A, Donazzan M, Carlier C: Un cas de leukokératose généralisée 


76 Arch Dermatol—Vol 117, Feb 1981 


de la muqueuse buccale. Rev Stomatol 67:398-404, 1966. 

27. Stewart WM, Thorel M, Lauret PH, et al: Nevus blanco esponjoso. 
Med Cutan 5:269-275, 1971. 

28. Pindborg JJ: Atlas of Diseases of the Oral Mucosa. Philadelphia, WB 
Saunders Co, 1968, p 114. 

29. Stiff RH, Ferraro E: Hereditary keratosis. Oral Surg 28:697-701, 
1969. 

30. Hyde JN: An unusual naevus of the tongue in a 5 year old boy. 
J Cutan Dis 27:25-26, 1909. 

31. Stuttgen G, Berres HH, Will W: Leukoplakische, epitheliale Naevi der 
Mundschleimhaut und ihre Keratinisierungsform. Arch Klin Exp Dermatol 
221:433-446, 1965. 

32. DeGraciansky P, Taieb M, Mathieu C: Naevus epithelial de la 
muqueuse buccale. Bull Soc Fr Dermatol 69:592-593, 1962. 

33. Werner AL: White sponge nevus: Familial-congenital leukokeratosis 
mucosa oris. Cutis 5:555-558, 1969. 

34. Ritger M: Naevus spongiosus albus mucosae (white sponge nevus). 
Tandlaegebladet 75:690-703, 1971. 

35. Smith JF: White sponge nevus: Report of a case. J Oral Surg Anesth 
20:153-155, 1962. 

36. McCarthy PL, Shklar G: Disease of the Oral Mucosa. New York, 
McGraw-Hill Book Co, 1964, pp 108-110. 

37. Kamalamma MK, Paobhu SR, Shetty JN, et al: The white sponge 
nevus. Oral Surg 30:51-54, 1970. 

38. Bernstein HF, Lewin RW: White sponge nevus. Oral Surg 12:1200- 
1202, 1959. 

39. McGinnis JP Jr, Turner JE: Ultrastructure of the white sponge nevus. 
Oral Surg 40:644-651, 1975. 

40. Burket LW: Oral Medicine, Diagnosis and Treatment, ed 5. Philadel- 
phia, JB Lippineott Co, 1965, p 80. 

41. Butterworth T, Strean LP: Clinical Genodermatology. Baltimore, 
Williams & Wilkins Co, 1962, p 141. 

42. Zegarelli EV, Everett FG, Kutscher AH: Familial white folded 
dysplasia of the mucous membranes. Oral Surg 14:1436-1443, 1961. 

43. Hermann D: Leukoedema exfoliativum Mucosae oris. Dtsch Zah- 
naerztl Z 29:38-45, 1974. 

44. Bánóezy J, Sugár L: Leukoedema exfoliativum Mucosae oris. Dtsch 
Zahnaerztl Z 23:478-484, 1968. 

45. Sugár L, Bánóezy J: Observatii asupra unei boli a mucoase bucale: 
Leucoedema exfoliativum mucosae oris. Stomatologia 7:199-204, 1970. 

46. Sugár L, Bánóczy J: Leukoedema exfoliativum mucosae oris. Fogow 
Izle 64:377-379, 1971. 

47. Bánóczy J, Sugár L, Frithiof L: White sponge nevus: Leukoedema 
exfoliativum mucosae oris; report of 45 cases. Swed Dent J 66:481-483, 
1973. 

48. Witkop CJ: Genetic disease of the oral cavity, in Tiecke RW (ed): Oral 
Pathology. New York, MeGraw-Hill Book Co, 1965, p 827. 

49. Witkop CJ Jr, Gorlin RJ: Four hereditary mucosal syndromes. Arch 
Dermatol 84:762-771, 1961. 

50. Gorlin RJ: Genetic disorders affecting mucous membranes. Oral Surg 
28:512-525, 1969. 

51. Gorlin RJ: Heritable mucocutaneous disorders, in Stewart RE, Pres- 
cott GH (eds): Oral Facial Geneties. St Louis, CV Mosby Co, 1971, pp 
360-365. 


White Sponge Nevus—Jorgenson & Levin 


Photocontact Allergy to Benzocaine 


Kays H. Kaidbey, MD, Herbert Allen, MD 


€ A photodermatitis developed in two patients after the use of 
commercial sunscreens and a topical anesthetic lotion contain- 
ing benzocaine. Photopatch testing indicated the presence of 
photocontact allergy to benzocaine. One patient had a positive 
photopatch test to a commercial glyceryl para-aminobenzoic 
acid (PABA) preparation that was heavily contaminated with 
benzocaine, but not to a benzocaine-free sample of glyceryl 
PABA. Benzocaine failed to produce phototoxic reactions in 
normal volunteers. Efforts to induce photocontact allergy in 
guinea pigs were unsuccessful. 

(Arch Dermatol 117:77-79, 1981) 


rug-induced photosensitivity has become increasingly 
common in recent years. A large number of chemi- 
cals, many of which possess a photosensitizing potential, 
are continuously being introduced into our environment. A 
few of these have found their way into several household 
items such as cosmetics and toiletries, to which exposure is 
common. Since the successful treatment of patients with 
this problem rests on identifying and eliminating the 
offending agent, it is important to have a heightened 
awareness of potential photosensitizers. 

Recently, we examined two patients in whom a photo- 
dermatitis had developed after the use of popular sun- 
screen preparations and a topical anesthetic lotion. Both 
were found to have photocontact allergy to benzocaine. 


REPORT OF CASES 


Case 1.—In June 1978, while sunbathing, a 29-year-old woman 
applied a commercial sunscreen preparation containing a mixture 
of 3% glyceryl para-aminobenzoic acid (PABA) and 3% octyl 
dimethyl PABA (Eclipse). Because of the stinging and burning 
that developed within 20 to 30 minutes, she applied an anesthetic 
preparation containing benzocaine (Solarcaine) to the same areas. 
That evening, diffuse redness and swelling with itching devel- 
oped, which was most pronounced in the areas where she had 
applied the sunscreen and anesthetic lotions. The patient was not 
taking any oral medications nor using other topical agents. She 
had used this anesthetic preparation in the past without trouble. 

On physical examination three days later, she had diffuse 
erythema and edema of the face, chest, parts of the abdomen, and 
arms. The ears and scalp were clear. There was a 2-em bulla on the 
dorsum of the right hand. 

Laboratory findings included a negative antinuclear antibody 
test, a normal number of peripheral fluorescent RBCs (1.0%), and a 
normal hemogram. Quantitative urine porphyrin levels were with- 
in normal limits. 

The patient was treated with topical 0.1% betamethasone valer- 
ate cream and oral antihistamines. There was complete clearing of 
her dermatitis. There were no recurrences since she has avoided 
the use of the anesthetic preparation and the offending sun- 

screen. 

* Case 2.—A 35-year-old man noted the sudden onset of an 
intensely pruritic eruption on his chest and abdomen. Three days 
earlier, he had applied sunscreen lotion containing 5% PABA 
(PreSun) before sunbathing. He had then applied the same 
anesthetic preparation containing benzocaine used by patient 1 to 
his chest and abdomen. He had never experienced a rash before 
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and had used sunscreens and the anesthetic preparation in the 
past without trouble. He denied taking any oral medications. 

On physical examination there were diffuse dusky erythema 
and edema over the chest and abdomen, along with many excoria- 
tions. 

Laboratory studies were not done. 

Treatment consisted of topical 0.1% betamethasone valerate 
cream and oral antihistamines. The eruption resolved within a 
week, and there were no recurrences. 


CLINICAL INVESTIGATION 


The ultraviolet (UV) source was a 150-W xenon-arc solar 
simulator described previously.‘ Long-wave UV energy 
(UV-A) (320 to 400 nm) was obtained by filtering the 
radiation through a 2-mm filter (Schott WG 345) (50% 
cutoff at about 341 nm) to remove wavelengths shorter 
than 320 nm. Intensity measurements at skin level were 
made with a calibrated thermopile attached to a millimicro- 
voltmeter. 

The minimal erythema dose (MErD) was determined on 
the uninvolved skin of the middle of the back by adminis- 
tering a series of exposures in which each exposure time 
was 25% greater than the previous one. The MErD was 
recorded 24 hours later. 

Photopatch testing was done with the commercial sun- 
screens that the patients had used and with some of the 
active ingredients (glyceryl PABA, octyl dimethyl PABA, 
and benzocaine) at different concentrations in 95% ethanol. 
Five microliters per square centimeter of each material 
tested was applied to sites measuring 2 x 2 cm over the 
middle of the back. The test sites were then covered with 
squares of nonwoven cotton cloth, and these were secured 
to the skin with occlusive tape. The entire test area was 
then sealed with several layers of opaque adhesive tape. 
Twenty-four hours later, one set of patches was removed 
and each site exposed to 4.0 joules/sq em of UV-A. One site 
was treated with ethanol and irradiated with the same dose 
of UV-A to serve as a control site. The other set of patches 
was left covered for 48 hours. Thereafter, responses were 
assessed daily for two days. 


LABORATORY STUDIES 
Assay for Photocontact Allergenicity 


An attempt was made to induce photocontact allergy to 
benzocaine experimentally, using a modification of the 
photomaximization procedure.” Eight male Hartley albino 
guinea pigs weighing 500 to 700 g were used, and the 
MErD was determined beforehand in each animal. For 
induction, an area measuring about 9 x 5 em on one flank 
was depilated with hot wax. Three days later, about 0.15 g 
of 5% benzocaine in hydrophilic ointment was applied to 
the depilated skin and rubbed in with cotton-tipped appli- 
cators. The entire area was then covered with a piece of 
nonabsorbing cotton cloth, which was kept in place by 
encircling the trunk of the animal with overlapping strips 
of occlusive tape. Five hours later, the tape was removed, 
and the excess material was wiped off with dry gauze. The 
skin was then exposed to three MErDs of solar-simulated 
radiation from the xenon-are source. The irradiated field 
was circular and measured 1 em in diameter. This proce- 
dure was repeated three times per week for a total of nine 
exposures. Challenge was done after a rest period of two 
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Results of Photopatch Testing* 


Commercial Sunscreen 


LO, 


3% Glyceryl PABA and 
Patient 
No. PABA 


3% Octyl Dimethyl 10% 





Active Ingredients (%) In Ethanol 
LL LS, 
Octyl Dimethyl 
Glyceryl PABA PABA 
T_e —————— 


Benzocaine 
———————. 


Sulisobenzone (1.0) (0.1) (1.0) (0.1) (1.0) (0.1) 


*Responses shown are in ultraviolet-exposed sites. Unexposed sites were negative. Minus indicates no reaction: plus, erythema and edema; and two 
pluses, strong vesicular reaction (suggested by the International Dermatitis Group). PABA indicates para-aminobenzoic acid or para-amino benzoate. 


C=O C=O 
| | 
OH OC.H, 


p-Aminobenzoate Ethyl p-aminobenzoate 


NH. 


C-O 


| C-O 
OCH.CHCH.OH | 


OH OC,H,, 
Glyceryl para-aminobenzoate Octyl dimethyl para-aminobenzoate 





Fig 1.—Chemical names and structures of benzocaine (ethyl 
p-aminobenzoate) and related substances. 


weeks. The opposite flank was depilated with wax, and 5% 
benzocaine was applied under an occlusive dressing as 
before. Five hours later, one site was exposed to one MErD 
of solar-simulated radiation and another site to 5 joules/sq 
cm of UV-A. Responses were evaluated 24, 48, and 72 hours 
later. 


Assay for Phototoxicity Potential 


This was carried out in ten healthy college student 
volunteers with 5% benzocaine in ethanol applied to the 
untanned middle of the back, according to a procedure 
published previously from this laboratory.‘ 

The purity of the glyceryl PABA and benzocaine samples 
used for photopatch testing was determined by gas-liquid 
chromatography (GLC). 


RESULTS 
Phototesting 


The MErD in both patients was within the normal range. 
Results of the photopatch testing are shown in the Table. 
After UV-A irradiation, patient 2 had a positive photo- 
patch test to benzocaine, consisting of erythema and 
edema (Table). Tests on the covered unirradiated sites 
were negative. In UV-A-exposed sites in patient 1, abnor- 
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mal reactions were seen to the following: (1) a commercial 
sunscreen containing glyceryl PABA, (2) glyceryl PABA in 
ethanol (1.0% and 0.1%), and (3) benzocaine in ethanol (1.0% 
and 0.1%). No reactions developed in the unirradiated sites 
or in the site treated with ethanol and exposed to UV-A. 

The GLC analysis of the glyceryl PABA used for photo- 
patch testing indicated the presence of about 20% benzo- 
caine, presumably present as a contaminant. Therefore, 
photopatch testing was repeated in patient 1 with 1% 
benzocaine and 1% benzocaine-free glyceryl] PABA (98% 
pure). The patient had a positive photopatch test to 
benzocaine but not to the benzocaine-free glyceryl 
PABA. 


Animal Testing 


No abnormal responses to challenge with benzocaine 
were seen in any of the test animals. 


Phototoxicity Assay 


No evidence of phototoxicity to benzocaine was seen in 
any of the ten volunteer subjects. 


COMMENT 


Although benzocaine is a well-recognized contact sensi- 
tizer cases of photocontact allergy to this anesthetic have 
not been well documented. Epstein® described an 81- 
year-old woman at a meeting of the Minnesota Dermato- 
logical Society who had a probable photosensitivity erup- 
tion with a positive photopatch test to benzocaine.5 She had 
used a preparation containing benzocaine for stasis derma- 
titis. A closed patch test, however, was also "mildly" 
positive, suggesting that she also had ordinary contact 
sensitivity. Caro' described a patient in whom an eczema- 
tous dermatitis developed on exposed areas while using a 
sunscreen containing glyceryl PABA and octyl dimethyl 
PABA.’ Patch and photopatch testing showed contact 
sensitivity to glyceryl] PABA and to benzocaine, with 
accentuation of the response following UV-A exposure. 
The relevance of the benzocaine sensitivity to the patient’s 
dermatitis was not clear. 

Both of our patients had clear-cut photocontact allergy to 
benzocaine and had used a preparation containing this 
drug in the past. Initially, the photopatch test results in 
patient 1 suggested the possibility of a cross photoreaction 
between glyceryl PABA and benzocaine since the two are 
closely related structurally (Fig 1). Both absorb UV energy 
strongly and hence are potentially photosensitizing agents 
(Fig 2). The commercial sample of glyceryl PABA used for 
testing, however, proved to be heavily contaminated with 
benzocaine, which is inadvertently formed during the 
manufacture of the glyceryl ester.‘ 

In almost all previously reported instances of plain 
contact allergy to glyceryl PABA, the patients were also 
found to be strongly reactive to benzocaine when tested 
with this chemical."'" This led Fisher*'* to suspect that 


Photocontact Allergy—Kaidbey & Allen 


Fig 2.—Absorption spectra of 


benzocaine 


(dashed line) and glyceryl para-aminobenzoic 
acid (unbroken line) in ethanol (2.36 x 10° 
mole/L). 
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glyceryl PABA may actually be contaminated with benzo- 
caine. More recently Hjorth et al’ clearly demonstrated 
that benzocaine-sensitive persons often reacted to glyceryl 
PABA that contained as little as 0.8% benzocaine, but not 
to a more purified preparation, suggesting that these were 
not true examples of cross reactivity. The glyceryl ester 
has been incorrectly assumed to be a contact sensitizer. We 
wonder whether this is also true of the alleged cases of 
photoeontact allergy to glyceryl] PABA. It is widely 
believed on the basis of two previous case reports'*'* that 
this ester can occasionally produce photocontact allergy. 
Since contamination with benzocaine was not known or 
suspected at that time, neither of the two described 
patients was tested with benzocaine. There remains the 
intriguing possibility, therefore, that they may have been 
allergic or photoallergic to benzocaine and not to glyceryl 
PABA. In fact, the patient of Goldman and Epstein,'^ who 
was thought to have an unusual combined contact and 
photocontact sensitivity to glyceryl PABA, gave a history 
of having had a "vesicular reaction" to an unknown topical 
anesthetic.' 

The conclusion reached by several previous authors that 
combined contact and photocontact allergy to such agents 
as benzocaine,"* PABA," and glyceryl PABA” can develop 
in the same person is difficult to accept on the basis of the 
published data. This assumption was often based on the 
single observation that a positive closed patch test with the 
suspect chemical was accentuated by exposure to UV 
energy. There was no mention as to whether test agents 


were applied quantitatively and in equal amounts to 
exposed and unexposed sites. Patch testing, with all of its 
drawbacks and vagaries, is a valuable diagnostic tool when 
expertly performed. A case for combined sensitivity can be 
made only when quantitative methods are employed. Test- 
ing should be done with serial dilutions of the offending 
agent followed by quantified exposures to UV energy. In 
our experience, true cases of combined allergy, which are 
rare indeed, will always have a positive photopatch test at a 
drug concentration that will fail to elieit ordinary contact 
allergy. Mere accentuation of a response by UV does not 
constitute evidence for combined sensitivity and may be 
caused by other as yet undefined mechanisms. 

We were unable to induce photocontact allergy to benzo- 
caine experimentally in animals by the procedure de- 
seribed. This suggests that benzocaine is probably a weak 
photocontaet sensitizer and hence may not be readily 
detected even under "maximized" conditions of exposure. 
Since phototoxicity could not be elicited in normal volun- 
teers, we conclude that the photodermatitis in our patients 
was caused by an acquired hypersensitivity reaction. 


John Labows, PhD, conducted the gas-liquid chromatography analysis. 
Arnold Fogel, Van Dyk & Co, provided the sample of benzocaine-free 
glyceryl para-aminobenzoic acid. 


Nonproprietary Name and Trademarks of Drug 


Sulisobenzone—Spectra-sorb UV 284, Uval, Uvinul MS-40. 
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Abnormalities of Immunoregulation 


in Progressive Systemic Sclerosis 


Evidence for Excess Helper-Cell Function and Altered B-Cell Function 


Randall S. Krakauer, MD; Jim Sundeen, MS; Daniel N. Sauder, MD; Arthur Scherbel, MD 


* We investigated immunoregulatory function in patients with 
progressive systemic sclerosis (PSS) in terms of in vitro IgM 
synthesis. Suppressor-cell function seems normal in regard to 
the ability of concanavalin A-treated cells to inhibit IgM synthe- 
sis by normal cells. At 4 x 10° T cells to 3 x 10° allogeneic 
normal B cells per milliliter, T cells from patients with PSS 
induce significantly more IgM synthesis by normal B cells than 
do normal T cells. This increased helper T-cell function might be 
involved in the pathogenesis of the disease. 

(Arch Dermatol 117:80-82, 1981) 


ges scleroderma, or progressive systemic sclerosis 
(PSS), is a disease of unknown pathogenesis and is 
characterized by widespread abnormalities in connective 
tissue." Although the disease has been known for more 
than 200 years,’ its cause still remains elusive. As with 
many other connective-tissue diseases, recent evidence has 
implicated abnormalities of the immune system in its 
pathogenesis." '* The evidence for an autoimmune basis in 
scleroderma is less striking than that in other presumed 
autoimmune diseases such as systemie lupus erythemato- 
sus (SLE), but various immunologie abnormalities have 
been found. Antinuclear antibodies, particularly of speck- 
led or nucleolar staining patterns, are seen in 50% of 
patients.’ Rheumatoid factor is found in as many as 33% of 
patients.' Polyclonal gammopathy and eryofibrinogen* as 
well as anti-RNA antibody with uracil specificity" have 
been reported in PSS. 
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Abnormal T-cell function has been found by some inves- 
tigators,’ and a decrease in the number of T cells has been 
noted.'^ An abnormal lymphocyte proliferative response to 
phytohemagglutinin by PSS lymphocytes has been found,’ 
but others have reported a normal response." In addition, 
HLA-B8 antigen has been observed with increased fre- 
quency in PSS.” 

Epidermal nucleolar IgG deposition has been found in 
the skin of patients with PSS," and immune complexes and 
complement deposition have been noted in renal vessels 
and glomeruli," although this is of uncertain clinical 
importance. Sixty-five percent of patients have anti- 
smooth-muscle antibody. Hughes et al" have shown 
increased cell-mediated hypersensitivity in PSS as assayed 
by leukocyte migration inhibition." 

It has recently been demonstrated that in normal 
humans, antigen-stimulated T cells can increase collagen 
synthesis" and that serum from patients with PSS can 
stimulate collagen synthesis." These findings, together 
with the previously mentioned immunologic abnormalities 
in PSS, prompted us to study the role of immunoregulation 
in these patients. 


PATIENTS AND METHODS 
Patients 


Ten normal subjects (seven female and three male; mean age, 33 
years) and ten patients (seven female and three male; mean age, 
40 years) with diffuse PSS, diagnosed by clinical findings and skin 
biopsy, were studied. The patients had never received immunosup- 
pressive or corticosteroid therapy. 


Cell Cultures 


Peripheral blood lymphocytes were obtained through Ficoll- 
Hypaque density gradient centrifugation and separated into T 
cells and B-enriched cells by sheep RBC (SRBC) rosette formation 
followed by another Ficoll-Hypaque density centrifugation and 
alkalosis of the SRBCs. With this procedure, the B-enriched 
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Fig 1.—IgM synthesis as function of num- 
bers of allogeneic T cells. Closed circles 
indicate normal subjects; open circles, 
patients with progressive systemic sclero- 
sis. 
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population contained 91% surface immunoglobulin-positive cells 
by immunofluorescence (B cells) and 1% T cells by SRBC receptors. 
The T-cell population contained 1% surface immunoglobulin- 
positive cells. 

For assay of suppressor-cell function, putative suppressor cells 
were incubated in a synthetic liquid tissue culture medium devel- 
oped at Roswell Park Memorial Institute (RPMI 1640) with 10% 
fetal calf serum plus penicillin, streptomycin, and glutamine and 
with concanavalin A (a T-cell mitogen that stimulates suppressor 
cells), 20 ng/mL for 48 hours at 8 x 10°/mL. The washed cells were 
then reincubated for 12 days at a 1:1 ratio with fresh-responding 
peripheral blood lymphocytes in this culture medium, to which 
pokeweed mitogen, a B-cell mitogen that stimulates immunoglob- 
ulin synthesis, was added. Suppression was indicated by a reduc- 
tion of IgM synthesis in vitro in the culture of cells “pulsed” with 
concanavalin A compared with like cultures not pulsed with 
concanavalin A. 

In another assay, a constant number (3 x 10°) of B cells from 
* normal subjects was cultured with a varying number of allogeneic 
(from different persons) T cells (same media) for 12 days with 
pokeweed mitogen, and the amount of IgM synthesized in vitro 
was plotted for each concentration of T cells (Fig 1). 

In all cases, the amount of IgM synthesized per culture was 
measured by a sensitive solid-phase immunofluorometrie assay." 


RESULTS 


When incubated with a wide variety of normal allogeneic 
T cells, B cells from patients with PSS produced less IgM 
than did normal B cells. At maximum IgM synthesis 
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Fig 2.—Proposed immunopathogenesis of 
progressive systemic sclerosis. Antinu- 
clear antibodies, ANA, and ribonucleopro- 
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(4 x 10° T cells), PSS B cells secrete 540 + 130 ng of IgM 
compared with 1,480 + 420 ng for controls (P — .01). In 
addition, peripheral blood lymphocytes of patients with 
PSS ineubated with concanavalin A were capable of sup- 
pressing immunoglobulin synthesis by fresh-responding 
normal allogeneie peripheral blood lymphocytes. The 
degree of suppression was not statistically different from 
that found when the putative allogeneic suppressor cells 
were obtained from normal subjects (86% + 14% suppres- 
sion by normal subjects and 88% + 20% suppression by 
cells from patients with PSS, P > .2). 

As can be seen in Fig 1, with 4 x 10°/mL T cells and 
3x 10°/mL normal B cells, significantly more IgM 
(P < .01) was synthesized when the allogeneic T cells were 
from patients with PSS than when they were from normal 
subjeets. At higher T- to B-cell ratios, less IgM was 
synthesized when T cells were from PSS donors or normal 
subjects. A greater decrease is observed in the curve when 
T cells from patients with PSS are added. As a result, the 
curves seem to come together at higher T- to B-cell ratios 
(Fig 1). 


COMMENT 


These data suggest that in patients with PSS, there is a 
decrease in the ability of B cells to synthesize IgM in vitro 
in the presence of normal allogeneic T cells. This defect is 
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similar to that observed in SLE'* and may be suggestive of 
an intrinsic B-cell defect in this disease. Alternatively, it 
may suggest that PSS B cells have already been stimulated 
in vivo and are less capable of synthesizing immunoglobu- 
lin in vitro in response to pokeweed mitogen. 

In contrast to patients with SLE, suppressor-cell func- 
tion (as measured by the ability of concanavalin A-stimu- 
lated cells to suppress immunoglobulin synthesis) seems 
normal in PSS. The sample size used here was adequate to 
demonstrate suppressor-cell defects in SLE" by the same 
technique. 

The shape of the curve showing increased then decreased 
immunoglobulin synthesis with increasing T- to B-cell 
ratios (Fig 1) has been used to suggest an initial increase 
caused by helper-cell function viable at low T- to B-cell 
ratios, followed by a later decrease caused by suppressor- 
cell function seen in higher T- to B-cell ratios." Broder et 
al," in studies of immunoglobulin synthesis done with T 
cells from patients with Sézary syndrome, have demon- 
strated that the decrease observed at higher T- to B-cell 
ratios is not due to nutritional depletion of the media; this 
analysis of our data would therefore suggest increased 
helper T-cell function in PSS, as illustrated by the middle 
portion of the curve. Indeed, the entire initial portion of 
the curve seems higher than normal. That at higher T- to 
B-cell ratios the expected decrease in IgM synthesis occurs 
implies that T-cell suppressor function is at least intact. 
Since the decrease from the midportion of the curve is 
greater than that of normal subjects, it might even imply 
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increased suppressor-cell function in PSS. Were suppressor 
cells not present, this decrease would not be expected. For 
example, in the Sézary syndrome, believed characterized 
by abnormal proliferation of helper T cells, IgM synthesis 
continues to increase over this portion of the curve.” 

Increased helper-cell function may produce results in 
some ways similar to decreased suppressor-cell function, 
and, in other autoimmune diseases such as SLE, there is 
some controversy in separating these two immunoreg- 
ulatory phenomena." [Increased helper-cell function 
could lead to autoantibody synthesis by B cells (Fig 2). It 
could also increase effector T-cell function, leading to 
increased lymphokine production, which has been reported 
in PSS* and could even be responsible for other presumed 
nonimmunologie changes that occur in PSS. Factors pres- 
ent in PSS serum have been reported to increase collagen 
synthesis by normal fibroblasts, ^ and antigen-stimulated 
normal lymphocytes have been observed to increase colla- 
gen synthesis. It is possible that increased helper-cell 
function causes, directly or indirectly, the production of a 
soluble material that inereases collagen synthesis and is 
therefore responsible for many of the pathologic cutaneous 
and visceral changes seen in PSS. This possibility may 
stimulate investigation in several areas of potential impor- 
tance to new therapeutic approaches for PSS. 


This investigation was supported by grants from the Kroe Foundation for 
the Advancement of Science, Santa Ynez, Calif, and the Public Health 
Service (A1-16621). 
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Intraepithelial Atypical Lymphocytes 


in Oral Lesions of Behcet’s Syndrome 


Takayoshi Honma, DDS, DMS; Taiichi Saito, MD, DMS; Yukio Fujioka, MD, DDS, DMS 


€ Atypical lymphocytes with deep nuclear indentations, identi- 
cal to those observed in Sézary syndrome and mycosis fun- 
goides, were demonstrated by electron microscopy in the prick- 
le-cell layer of the oral epithelium of patients with Behcet's 
syndrome. Many of these cells were present in association with 
macrophages. 

(Arch Dermatol 117:83-85, 1981) 


Sn atypical lymphocytes with deep nuclear indenta- 
tions seen in Sézary syndrome' and mycosis fun- 
goides*? have been found in diverse nonlymphomatous 
dermatoses,’ these cells are no longer considered specific 
for these lymphomatous diseases. Such atypical lympho- 
cytes have also been detected after the stimulation of 
human peripheral blood lymphocytes with phytohemagglu- 
tinin in vitro** and in human cord blood and peripheral 
blood of healthy donors,’ as well as in normal spleen and 
reactive lymph nodes. Both the synovial fluid’ and syno- 
vial membrane” of patients with rheumatoid arthritis and 
the cutaneous infiltrate in contact dermatitis’ may like- 
wise show atypical lymphocytes. These cells have charac- 
teristics of T cells, because they form E rosettes with 
untreated sheep erythrocytes'''* and can be transformed 
from typical lymphocytes with phytohemagglutinin stimu- 
lation.‘ 

In the present communication, detection of such atypical 
lymphocytes in the aphthous lesions of the oral mucosa of 
patients with Behcet’s syndrome is reported. 


PATIENTS AND METHODS 


Biopsy specimens were taken from four patients (one man and 
three women) with the complete type of Behcet’s syndrome. All 
patients had recurrent oral ulcerations, erythematous cutaneous 
eruptions, genital ulcers, and uveitis with hypopyon or iridocycli- 
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tis. Specimens were excised from the buccal and gingival mucosa 
during the preulcerative stage’ (usually within 24 hours after an 
erythematous area was noted on the oral mucosa). They were fixed 
in cold 2% acidic glutaraldehyde in phosphate buffer (pH 7.4) for 
one hour, followed by 120 minutes of postfixation in 1% osmic acid 
buffer solution (pH 7.4). Specimens were embedded in epoxy resin 
(Epon 812). Ultrathin sections were stained with uranyl acetate 
and lead citrate and examined with an electron microscope. 


RESULTS 


Atypical lymphocytes were found in the epithelium of all 
specimens examined, occurring singly or in groups (Fig 1) 
and located primarily in the prickle-cell layer. Many cells in 
the prickle-cell layer showed mild degenerative changes. 
Atypical lymphocytes were usually seen in association with 
macrophages (Fig 1 and 2), and atypical lymphocytes 
constituted about 60% of the infiltrated lymphocytes found 
in the epithelium. The size seldom exceeded 10 um. The 
nuclei of the cells were either deeply notched (Fig 2) or 
were multilobular or cerebriform (Fig 3). In the former 
case, the infoldings of the nuclear membrane were deep 
but few; most cells were of this type. The cells with 
cerebriform nuclei showed condensed chromatin at the 
nuclear membranes and rather scanty cytoplasm (Fig 3). 

In the initial stage of ulceration, the atypical lympho- 
cytes were not noted in the submucosal layer, but only in 
the epithelium. After loss of the epithelium in more 
advanced lesions, atypical lymphocytes were found in the 
submucosal inflammatory cell infiltrate. 


COMMENT 


Ultrastructural examination of the oral lesions in 
patients with Behcet’s syndrome indicated degenerating 
prickle cells undergoing phagocytosis by macrophages," 
which were then in contact with lymphocytes in the 
epithelium.'^'* Saito et al' reported that plasma mem- 
branes could not be readily discerned between macro- 
phages and atypical mononuclear cells (small lymphocytes) 
with deep, indented nuclei in the oral epithelium of 
patients with Behcet's syndrome. In our study, atyp- 
ical lymphocytes were found frequently in association with 
macrophages in the epithelium in the preulcerative stage. 
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Fig 1.—Prickle-cell layer showing accumulation of atypical lymphocytes (L1 and L2), another 


lymphocyte (L3) with almost regular nucleus, and macrophage (MP) processes. Surrounding 
prickle cells (PC) seem to be relatively unaffected. 





Fig 2.—Atypical lymphocyte with deeply notched nucleus is present in close apposition to 
macrophage (MP) within prickle-cell layer. Intercellular space (IS) between prickle cells (PC) 
appears widened. Inset, Notched nucleus of atypical lymphocyte (L1 in Fig 1) exhibits deep 
invaginations and irregular heterochromatin pattern. 
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Fig 3.—Atypical lymphocyte with multilobular nucleus is located between prickle cells (PC) and 
contains clustered dense bodies (CDB) in the cytoplasm. Inset, Cerebriform nucleus of atypical 
lymphocyte is serpentine and composed of irregular ribbon-like bands. 


This observation suggests that both cells may play a role in 
the pathogenic mechanism of Behcet's syndrome or that 
they may act in concert. Certainly, too, the occurrence of 
atypical lymphocytes in the epithelium and their absence 
in the submucosal layer of early oral Behcet’s lesions are 
unusual findings for these cells in nonlymphomatous disor- 
ders. 

The atypical lymphocytes with cerebriform nuclei (Fig 3) 


fulfill the eriteria'?'* for Sézary cells. Atypical lympho- 
cytes in mycosis fungoides and in the Sézary syndrome are 
thought to be T cells.^*''* Sézary-like cells are thought to 
be "reactive" T cells, and the Sézary cells of the Sézary 
syndrome are thought to be the result of malignant 
proliferation of helper T cells.'^ Sézary-like mononuclear 
cells are "transformed" T cells and are not specific for the 
Sézary syndrome or mycosis fungoides. 
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Nevus Comedonicus 


With Epidermolytic Hyperkeratosis 


A Report of Four Cases 


Sidney Barsky, MD; John A. Doyle, MD; Richard K. Winkelmann, MD 


€ Four patients with nevus comedonicus (NC) and the histo- 
logical changes of epidermolytic hyperkeratosis (EH) are 
described. The relationship between NC and other epidermal 
nevi in which EH may occur is further emphasized by this 
finding. 

(Arch Dermatol 117:86-88, 1981) 


N comedonicus (NC) is a developmental anomaly of 
which more than 150 cases have been reported in the 
world literature'' since it was first described by Kofmann' 
in 1895. The histological characteristics of the disorder 
include cystic dilation of the follicular canal with orthoker- 
atotic plugging. Epithelial follicular budding and surround- 
ing normal, diminished, or absent sebaceous elements, as 
well as an absence of true follicles," are frequent fea- 
tures. 

At Cook County Hospital, Chicago, and the Mayo Clinic, 
Rochester, Minn, we have now had four eases of NC. All of 
the patients show typical changes of epidermolytic hyper- 
keratosis (EH). One of these patients (patient 1) was first 
described by Montgomery’ in his textbook of dermatopa- 
thology published in 1967. 


MATERIALS AND METHODS 


Tissue specimens from the patients described here were fixed in 
10% formaldehyde solution, embedded in paraffin, and stained 
with hematoxylin-eosin. 
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REPORT OF CASES 


CasE 1.—A 32-year-old man with a life-long history of rough 
scaly skin was seen at the Mayo Clinic on Oct 29, 1946. There was 
no family history of skin disease. On examination, he had an 
extensive verrucoid nevus with symmetrical linear distribution 
involving the neck, trunk, and limbs, including the palms and soles. 
Numerous comedones were present in the verrucous areas; there 
were also keratotic plugs that could not be expressed (Fig 1). 

The histological examination of tissue specimens was originally 
reported by Montgomery’ as “nevus comedonicus with eosinophilic 
granular degeneration of the prickle cells and of cells in the 
stratum granulosum extending almost to the basal cell layer of the 
epidermis" (Fig 2). 





Fig 1.—Generalized, symmetrical comedo-like lesions on back 
(case 1). 
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Fig 2.—Marked keratinous plug in follicular canal. Note prominent 
epidermolytic hyperkeratotic changes in wall of follicle from basal 
cell layer to and including granular cell layer (case 1) (hematox- 
ylin-eosin, x 100). 
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Fig 3.—Epidermolytic hyperkeratotic changes in follicular come- 
dc-like wall (case 2) (hematoxylin-eosin, x 160). 
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Fig 4.—Vacuolar and granular changes involving entire epithelial Fig 5.—Linear keratotic follicular comedo-like papules on right 
wall of follicle (case 3) (hematoxylin-eosin, x 100). posterior thigh (case 4). 
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Case 2.—A 47-year-old woman with thick scaling areas on her 
left leg and pelvic girdle that had been present since birth was 
seen on June 28, 1963. The lesions were asymptomatic and grew 
proportionately as the patient grew. There was no family history 
of skin disease. Examination revealed a linear distribution of 
multiple, discrete, verrucous, hyperkeratotie papules with follicu- 
lar hyperkeratotic plugs situated on the extensor aspect of the left 
thigh and knee. Four separate biopsy specimens were reported as 
follows: left outer thigh, ichthyosis hystrix; left knee, congenital 
iehthyosiform erythroderma; left upper leg, consistent with ich- 
thyosis hystrix; and left thigh, nevus eomedonicus (Fig 3). 

Case X.—In April 1977, a 48-year-old woman had multiple 
comedo-like lesions that had been present since birth. Examina- 
tion indicated a linear extension of lesions from the right buttock 
to the right posterior thorax and from the right shoulder to the 
right anterior chest wall. A biopsy specimen of one of the lesions 
showed a hyperkeratotie follicular plug with marked changes of 
EH in the follicular wall (Fig 4). 

Case 4.—In December 1977, a 49-year-old woman had an asymp- 
tomatic eruption that had been present on the right side of her 
body since birth. Her father was said to have had similar lesions. 
No other familial abnormalities were noted. None of her five 
children, who were all in good health, had a similar skin condition. 
Examination indicated an extensive comedo-type epidermal nevus 
involving the right shoulder, the right antecubital fossa, the right 
side of the lower part of the back, the right inner part of the thigh, 
the right popliteal fossa (Fig 5), and the dorsum of the right foot. 
The areas on the back were characterized by groups of comedo-like 
lesions of various size filled with dark keratinous debris, while the 
areas on the extremities were composed of linear bands of 
pigmented verrucous and papular lesions, many of which had 
central keratotic plugs. 

A biopsy specimen from a comedo-like lesion on the back showed 
EH changes in the wall of a follicle. 


COMMENT 


All four of our cases of NC show a rather singular 
microscopic picture of EH with eosinophilic granular and 
vacuolar changes involving the keratinocytes of the follicu- 
lar epithelial wall, including the granular and basal cell 


layers. This was in addition to the presence of the other 


common histological findings in NC. The specimen in case 
3 showed fragments of hair in the orthokeratotic plug and 
rudimentary sebaceous glands with a surrounding cellular 
infiltrate. Patients 1, 2, and 4 had some associated clinical 
features indicative of ichthyosis hystrix as well as NC, 
suggesting a link between these two disorders. This obser- 
vation indicates that epithelial nevi may involve the ap- 
pendages, in this case the hair follicle. 

To our knowledge, other than the report by Montgome- 
ry, there has been no previous report of the occurrence of 
EH in the individual lesions of NC, although Winkelmann* 
has previously referred to this finding. Various authors 
have reported on the association of NC with several other 
histological phenomena but these did not occur in the 
individual comedo."-'* One exception was the report in 1972 
in which Carneiro et al described four members of a 
family who had comedo-like lesions in which distinctive 
dyskeratotie changes (not of the EH type) occurred. 

Epidermolytie hyperkeratosis has been described in the 
following nevoid diseases": linear epidermal nevus, con- 
genital ichthyosiform erythroderma, palmar keratoderma, 
white sponge nevus, and focal cysts (seborrheic keratosis 
and acanthomas). We have now expanded this list to 
include nevus comedonicus. The microscopic changes of EH 
are one of the several distinctive histological patterns 
expressed in epithelial nevi. ^ 

Nevus comedonicus is usually a congenital, persistent, 
linear, and regional epidermal-follicular disease. These 
clinical characteristics occur repeatedly in epithelial nevi of 
all types. Degos et al considered all forms of epidermal 
nevi to be basically alike, and we concur with that opin- 
ion. 


Darryl Bronson, MD, and Mark Meyers, MD, assisted in the studies of 
patients 3 and 4. 
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"Case Reports 


Topical Chemotherapy of Dysplastic 


Melanocytic Nevi With 5% Fluorouracil 


Edward E. Bondi, MD; Wallace H. Clark, Jr, MD; David Elder, MB, ChB; DuPont Guerry IV, MD; Mark H. Greene, MD 


€ A therapeutic response to topical fluorouracil in a patient 
with the large atypical nevus syndrome is presented. Six of the 
patients’ dysplastic melanocytic nevi were treated with topical 
fluorouracil. Four common acquired melanocytic nevi from 
normal individuals were also treated. All six dysplastic nevi 
responded with inflammation, ulceration, and subsequent disap- 
pearance of the lesion, while the four control melanocytic nevi 
remained unchanged. Although we do not presently advocate the 
therapeutic use of fluorouracil for large atypical nevi until its 
safety and efficacy have been established, the response reported 
herein may herald an important advance in the therapy of these 
troublesome lesions that are known to be histogenetic precur- 
sors of malignant melanoma. 

(Arch Dermatol 117:89-92, 1981) 


ecently, a distinctive syndrome has been described in 
which there are clinically atypical and histologically 
dysplastic melanocytic nevi present in kindreds with he- 
reditary melanoma and in patients with sporadic (nonfa- 
milial) melanoma.'* The reported features have recently 
been reviewed and a classification using the designation 
“the large atypical nevus syndrome” (LANS), with familial 
and sporadic subtypes, has been proposed.' 

The large atypical (dysplastic) nevi are regarded as 
important precursor lesions of melanoma because (1) they 
occur frequently in patients with melanoma,’ (2) residual 
elements of a dysplastic nevus are commonly seen clinically 
and histologically in contiguity with melanoma,’ and (3) 
histologically proved melanomas have been observed to 
develop in dysplastic nevi.? 

Because nevi in the LANS may be numerous, complete 
. excision of each lesion as a routine measure is impractical. 
As fluorouracil cream has an established role in the man- 
agement of other cutaneous dysplastic or neoplastic pro- 
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cesses, we carefully evaluated its efficacy in a single 
patient with LANS. 


REPORT OF A CASE 


A 37-year-old woman had had five previously excised and 
histologically documented superficial spreading melanomas and 
more than 20 previously excised pigmented nevi that displayed 
moderate-to-severe degrees of melanocytic hyperplasia and dys- 
plasia (Fig 1). Although the patient’s family had no history of 
melanoma or dysplastic nevi, the patient’s 12-year-old daughter 
had recently had multiple large nevi. Examination revealed an 
atypical nevus pattern, with more than 200 large, flat, or barely 
palpable nevi widely distributed over the body. The nevi were 
variable in color and irregular in outline. The clinical features and 
the melanocytic dysplasia demonstrated histologically led to a 
diagnosis of the LANS. By history, the patient’s daughter seems 
to have inherited the syndrome. 


METHOD 


An area of the back displaying six clinically dysplastic nevi 
characteristic of the LANS was chosen for treatment. There were 





Dysplastic, nested, and single melanocytes in basilar area of 
epidermis are at right. Intraepidermal spread of epithelioid mela- 
noma cells (invasive elsewhere in lesion) is at left. Note small 
nevus cells and lymphocytes in dermis (hematoxylin-eosin, 
x 113). 
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Fig 2.—Pretreatment view of area contain- 
ing six dysplastic nevi. 


Fig 3.—Same area shown in Fig 2 after 
three weeks of topical fluorouracil thera- 
py. Inflammatory reaction is concentrated 
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Fig 4.—Close-up of lesion 2 before fluoro- 
uracil treatment. 


around dysplastic nevi. 
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Fig 5.—Lesion 2 after three weeks of topi- 
cal fluorouracil therapy. Intense inflamma- 
tion is present overlying dysplastic nevus, 
with small area of early ulceration. 





nevus. 





Fig 6.—Lesion 2 after four weeks of topical 
fluorouracil therapy. Prominent erosion 
has developed over area of dysplastic 
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Fig 7.—Lesion 2 three weeks after discon- 
tinuation of all fluorouracil therapy. Only 
mild erythema and pigmentation persist. 
The lesion has resolved with essentially no 
residual scar. 





Fig 8.—Lesion 1 after three weeks of therapy. Incipient ulcer 
covered by scale-crust, degenerative changes of keratinocytes 
and melanocytes, and lymphocytic, perivascular, and intraepithe- 
lial infiltration are shown (hematoxylin-eosin, x 113). 


also multiple macular areas of hyperpigmentation presumed to be 
ephelides or lentigines present in the treatment site. Five percent 
fluorouracil cream was applied twice daily to the entire area. 
Photographie documentation of the therapeutic response was 
obtained at weekly intervals during a five-week treatment period 
and periodically during the posttreatment period. Individual 
dysplastic nevi were excised intermittently throughout the period 
of fluorouracil treatment and the posttreatment period to evaluate 
the histologic changes. 

Four of the authors’ own common benign melanocytic nevi were 
subjected to the same fluorouracil treatment. 

Posttreatment open and closed patch testing and intradermal 
skin testing with fluorouracil were performed to rule out contact 
sensitivity. 
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Fig 9.—Lesion 4 after five weeks of therapy. Adjacent to ulcer (not 
shown), residual intraepidermal melanocytes are swollen, with 
prominent dendritic processes (hematoxylin-eosin, x 290). 


RESULTS 


The first clinical response observed in the fluorouracil 
treatment area was a slight erythema surrounding the 
dysplastic nevi after one week. Prominent inflammation 
was observed around the dysplastic nevi after three weeks 
of fluorouracil therapy (Fig 2 and 3). Figures 4 through 7 
illustrate the sequential changes of a single dysplastic 
nevus in response to five weeks of treatment with fluoro- 
uracil. During this period, progressive inflammation and 
eventual erosion were noted over each of the six treated 
nevi. During the next two weeks, the lesions healed 
without scarring and with little or no residual pigmenta- 
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Fig 10.—Lesion 3, six weeks after therapy. Ulcerated area has 
reepithelialized. Atypical melanocytes are absent, and papillary 
dermis is widened, with perivascular lymphocytic infiltrate (hema- 
toxylin-eosin, x 180). 


tion. Careful observation of the treatment area also indi- 
cated small foci of less dramatic inflammation at the site of 
the pretreatment ephelis-like lesions. 

Biopsies were done on the lesions during and after the 
treatment period. In contrast to the histologic findings in 
an untreated dysplastic nevus (Fig 1), the biopsy specimens 
of dysplastic nevi during treatment (Fig 8 and 9) showed 
an extensive ulcer covered by a scale-crust. The nuclei of 
surviving keratinocytes were plump, and intraepidermal 
melanocytes at the edges of the ulcer (but within the 
original lesion) were reduced in number. The melanocytes’ 
cytoplasm was swollen, with prominent course pigment 
granules that outlined dendritic processes (Fig 9). There 
was a perivascular lymphocytic cell infiltrate, with some 
neutrophils, at the base of the ulcer. 

In posttreatment biopsy specimens, the ulcer had been 
reepithelialized, and the subjacent dermis showed delicate 
fibroplasia and a lymphocytic infiltrate with some melano- 
phages (Fig 10). Intraepidermal melanocytes were absent 
in most areas. A biopsy specimen taken six weeks after 
treatment showed an area of lentiginous melanocytic 
hyperplasia without dysplasia adjacent to the healed ulcer. 
Most of this lesion (Fig 10) had clearly been obliterated by 
the therapy. Small groups of residual dermal nevus cells 
were present in each of the posttreatment biopsy speci- 
mens, related in each case to an inflammatory lymphocytic 
infiltrate. 

None of the common acquired nevi displayed a clinical 
response to fluorouracil. 

Open and closed patch tests and intradermal skin testing 
with fluorouracil after the five-week treatment period 
showed no evidence of contact sensitivity to fluorouracil. 


COMMENT 


The importance of dysplastic nevi as precursors of 
melanoma was initially recognized in patients with heredi- 
tary melanoma.’ As a result of continuing observations in 
` these families, the characteristic clinical presentation has 
been established. The typical patient possesses multiple 
large preponderantly macular pigmented nevi on exposed 
and covered skin, with variation in color, and irregularity 
of the outline of individual lesions.** The histologic fea- 
tures are melanocytic hyperplasia and dysplasia, associated 
with a preponderantly lymphocytic inflammatory re- 
sponse.” Subsequently, an understanding of the impor- 
tance of these dysplastic nevi has been heightened by the 
realization that they occur not only in the background of 
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familial melanoma, but also sporadically in patients with or 
without melanoma. They occur as solitary or multiple 
lesions.'? 

It is important to develop better techniques for recogni- 
tion and treatment of these potentially malignant lesions. 
Because many of our patients possess literally hundreds of 
dysplastic nevi, surgical excision is unrealistic and cosmet- 
ically undesirable. This is particularly important because of 
the young age of these patients, and the fact that new nevi 
develop throughout adult life. At present, we excise dys- 
plastic nevi only for diagnosis or to rule out malignant 
change. To avoid unnecessary surgery we have explored 
nonsurgical methods of treating dysplastic nevi. The effec- 
tiveness of topical applications of fluorouracil for treating 
many types of malignant and premalignant skin lesions 
has been clearly established.** The simplicity of fluoroura- 
cil treatment for actinic keratosis and its remarkable 
cosmetic result has resulted in the preference of this 
modality over surgical treatments. Topical fluorouracil has 
been used effectively in the therapy of lentigo maligna." 
As this lesion may best be regarded as a form of melanoma 
in situ, it was believed worthwhile to investigate the 
response of dysplastic nevi to fluorouracil therapy. 

The mechanism of action of fluorouracil is uncertain. 
Initially thought to be an inhibitor of RNA synthesis by 
acting as a false pyrimidine analogue, fluorouracil proba- 
bly acts as an inhibitor of DNA synthesis by competitive 
inhibition of thymidylate synthetase.'''* Fluorouracil has 
been shown to be more toxic to rapidly growing than to 
stationary cell populations.'? Whether or not these observa- 
tions explain its effectiveness when it is topically applied 
has not been reported. 

By both clinical and histologic criteria, our patient’s 
inflammatory response to fluorouracil centered around the 
dysplastic nevi in the treatment area. Keratinocytic necro- 
sis with ulceration was a dramatic histologic feature that 
was difficult to explain. The normal epidermis adjacent to 
the dysplastic nevi was unaffected by this therapy. While 
the prominent inflammatory lymphocytic infiltrate sug- 
gests an immunologic mechanism, open and closed patch 
tests for contact sensitivity to fluorouracil were negative. 
It is possible that the fluorouracil is absorbed more rapidly 
through the dysplastic nevi, although the observed inflam- 
mation could reflect a localized irritant or allergic reaction 
secondary to increased permeability. We believe that the 
absence of observed inflammation from intradermal test- 
ing with fluorouracil makes this theory unlikely. 

Another possible explanation for our results is that our 
patient’s dysplastic nevi are more closely related to actinic 
keratoses than previously believed. Unquestionably, our 
patient’s skin has received substantial actinic exposure. If 
the dysplastic nevi are viewed as manifestations of actinic 
damage, they might be expected to react to fluorouracil in 
the same manner as actinic keratoses. The presence of 
similar lesions on nonexposed skin and the lack of a 
histologic similarity between actinic keratosis and dysplas- 
tic nevi make this hypothesis unlikely. The final explana- 
tion of this observed therapeutic response will require 
evaluation of other patients, as well as a fuller understand- 
ing of the mechanism of action of fluorouracil. 

The development of a painless, cosmetically superb 
method for removing dysplastic nevi would be an impor- 
tant treatment advance. Because of the potential for 
malignant transformation, only total surgical excision can 
be presently endorsed for treatment. Cryosurgery and 
tangential shave excisions are potentially dangerous 
because they may result in incomplete removal. Moreover, 
we must emphasize that the therapeutic use of fluorouracil 
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for dysplastic nevi will be unacceptable until its long-term 
efficacy and absolute safety can be established. 

In our opinion, the importance of dysplastic nevi in the 
pathogenesis of melanoma has not yet been fully appre- 
ciated. These clinically and histologically recognizable nevi 
appear to be precursor lesions for a substantial percentage 
of malignant melanomas. Better methods of recognition 
and treatment are needed. This case is reported to show an 
unusual clinical response to fluorouracil. We are hopeful 
that further investigations of this phenomenon might lead 
to practical advances in the recognition and treatment of 
dysplastic nevi. 


Recently, four other dysplastic nevi of this patient were 
treated with topical fluorouracil and responded. However, 
other patients with dysplastic nevi failed to respond to this 
therapy. This indicates the need for further investigation 
and stresses the necessity to regard the routine therapeutic 
use of fluorouracil on dysplastic nevi as unacceptable until 
its efficacy and safety are established. 


William K. Witmer did the clinical photography. 


Nonproprietary Name and Trademarks of Drug 


Fluorouracil- Aduracil, Efudex, Fluoroplex. 
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Suppressor Cell Dysfunction 


and Necrotizing Lesions in a Child 


Stephen J. MeGeady, MD; Ofelia Buella; Ralph Heimer, PhD; Herbert C. Mansmann, Jr, MD 


€ A girl had opportunistic infections and was found to have 
T-cell dysfunction. During a period of months, recurrent staphy- 
lococcal infections, polyclonal hyperglobulinemia, eosinophilia, 
and peripheral, necrotizing, cutaneous lesions developed. Cir- 
culating immune complexes were demonstrated, and abnormal 
suppressor-cell function was found. At age 36 months, the child 
died of a staphylococcal pneumonia. At postmortem examina- 
tion, the thymus gland was found to be histologically abnormal, 
lacking corticomedullary differentiation. We propose that this 
patient had a syndrome in which lymphocyte abnormalities and 
dysfunction of suppressor T cells permitted hyperresponsive- 
ness of antibody-forming cells. Large amounts of circulating 
antibody and immune complexes were formed, and their deposi- 
tion led to peripheral tissue injury. 

(Arch Dermatol 117:93-98, 1981) 


uring the past decade, the role of thymus-derived 
lymphocytes (T cells) in regulating antibody produc- 

tion has been unequivocally demonstrated.’ Discovery of 
this regulatory role was followed by recognition of clinical 
conditions in which T-cell dysfunction may result in quan- 
titative or qualitative disturbances of antibody produc- 
tion. Excess suppressor T-cell activity has been demon- 
strated in common variable hypogammaglobulinemia? and 
in some cases of selective IgA deficiency.‘ Conversely, 
diminished suppressor-cell activity has been shown in 
patients with systemic lupus erythematosus, and this has 
been postulated as a cause of the hyperglobulinemia and 
autoantibody formation observed in that disease.” Simi- 
larly, it has been suggested that a selective failure of 
_suppressor T cells is responsible for the excessive IgE 
production of human atopy.’ The patient described herein 
had severe T-cell dysfunction, hyperglobulinemia, and 
circulating immune complexes. Evidence of suppressor-cell 
dysfunetion was found. The child presented herein may 
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demonstrate still another syndrome, reflecting the clinical 
sequelae of a suppressor T-cell abnormality. 


REPORT OF A CASE 


A female infant was initially seen at 11 months of age because 
of an unresolved pneumonia. Medical history indicated that a 
diffuse, pruritic, eezematous rash (that was still present over the 
trunk and extremities) and oral thrush had been present since 
early infancy. The thrush was continuous and unrelated to anti- 
biotic or other therapy. (Candida albicans grew from cultures of 
the thrush.) The child had received two diphtheria, pertussis, and 
tetanus and oral polio immunizations without untoward reactions. 
The family history indicated that the maternal grandmother had 
had five miscarriages involving male fetuses; four live-born 
children of both sexes were healthy. 

Important laboratory data obtained from the patient at this 
time included a hemoglobin level of 13.3 g/dL, a WBC count of 
17,800/cu mm, and a differential cell count of 50% neutrophils, 1% 
band cells, 33% lymphocytes, 6% eosinophils, 7% atypical lympho- 
cytes, and 3% monocytes. Studies to define the patient’s immune 
status included quantitative immunoglobulins that indicated the 
following values: IgG, 950 mg/dL (normal, 442 to 880 mg/dL); IgA, 
340 mg/dL (normal, 19 to 55 mg/dL); IgM, 110 mg/dL (normal, 31 
to 77 mg/dL); and IgE, 840 ng/mL (normal, —50 ng/dL). Isohem- 
agglutinin determination indicated an anti-B titer of 1/32, which 
was normal for the age of the patient. Peripheral blood lympho- 
eyte reading showed 16%, or 1,000/cu mm, complement receptor 
rosette-forming lymphocytes (normal, 16.7% + 2.7%, or 
565 + 437/cu mm). These cells were thought to represent B 
lymphocytes. There were 40%, or 2,400/cu mm, sheep erythrocyte 
(E) rosette-forming lymphocytes (normal, 45.7% + 84%, or 
1,426 + 759/cu mm), reflecting T lymphocytes. Intracutaneous 
testing with ubiquitous antigens (C albicans and Trichophyton 
organisms) gave 7-mm reactions after 96 hours. These were 
atypical, flat, scaly, long-lasting reactions. Lymphocyte transfor- 
mation studies indicated that the stimulation index of the 
patient’s stimulated cells to unstimulated cells was 4.1 to phyto- 
hemagglutinin (PHA) (control, 681) and 8.1 to concanavalin A (Con 
A) (control, 427). Other studies included a complement C3 level of 
120 mg/dL (normal, 110 to 155 mg/dL). The ESR was 0, and the 
results of a nitroblue tetrazolium (NBT) dye test were normal. On 
the basis of these findings, a diagnosis of isolated T-cell dysfunc- 
tion was proposed. 

An open lung biopsy specimen showed the pneumonia to be 
caused by Pneumocystis carinii. The patient was successfully 
treated with pentamidine isethionate. 
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Fig 1.—Skin biopsy specimen from affected area of foot showing 
perivascular infiltrate of mononuclear cells (hematoxylin-eosin, 
x 100). 





Fig 2.—Left foot showing necrosis of toes and biopsy specimen 
site of subcutaneous nodule. 


Fig 3.—Photomicrograph of thymus showing capsule and gland 
parenchyma. Note failure of corticomedullary differentiation and 
generalized disorganization of architecture. Hassall's corpuscle 
is present (arrow) (hematoxylin-eosin, x 40). 
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The patient was next hospitalized at 17 months of age because . 
acrocyanosis of both lower extremities and the right upper 
extremity had developed. The most cyanotic area was the toes of 
the left foot. The patient was afebrile. There were six palpable 2- 
to 3-em subeutaneous nodules located over both lower extremities 
(on the pretibial areas and the feet), over which the skin had 
become mildly ecchymotic. These lesions were not hot but were 
slightly tender to palpation. Also noted at the time of admission 
was a 2 X 2-cm fluctuant furuncle on the occiput and a fine 
pustular rash over the neck and shoulders. Other findings at this 
time included a pruritic rash that had the appearance of atopic 
dermatitis, which covered the trunk and extremities, and an oral 
thrush. Laboratory findings at this time included a hemoglobin 
level of 10.6 g/dL, a WBC count of 35,200/cu mm, and a differen- 
tial cell count of 4% neutrophils, 7% band cells, 39% lymphocytes, 
46% eosinophils, 3% atypical lymphocytes, and 1% monocytes. 
There were 715,000 platelets per cubic millimeter. The results of 
the urinalysis were within normal limits. The ESR was 32 mm/hr; 
there were no cryoglobulins or eryofibrinogens. Antinuclear anti- 
body, rheumatoid factor, and hepatitis-associated antigen values 
were also negative, and the total hemolytic complement level was 
183 units (normal). Immune complexes were demonstrated in the 
patient's serum at this time. There were the following immunoglo- 
bulin levels: IgG, 2,200 mg/dL; IgA, 360 mg/dL; and IgM, 145 
mg/dL. The IgE level was 9,610 ng/mL. The coagulation profile 
was normal, and no fibrin split products were found. Staphylococ- 
cus aureus grew from cultures of the drainage of the occipital 
furuncle and the pustular rash. 

The patient was shown by Doppler flow probe to have patency of 
the major arteries of all extremities. Treatment was begun with 
intravenous (IV) fluids, heparin sodium, and niacin. Antibiotie 
therapy with nafcillin sodium and gentamicin sulfate was begun 
after a blood culture on the second hospital day was reported as 
positive. Treatment was continued for seven days without sub- 
stantial improvement. A mixed flora of 5 epidermidis, a-hemolytic 
streptococci, and nonhemolytic streptococci, all sensitive to the 
antibiotics being given, grew from the blood culture. However, 
earlier and later blood cultures were negative, and contamination 
of the positive culture was suspected. Biopsy specimens of the skin 
of the foot and of the subcutaneous nodule were taken on the fifth 
hospital day for light and immunofluorescence miscroscopy. Light 
microscopy of the subcutaneous nodule indicated an organizing 
thrombus with mild vascular inflammation in a dermal arteriole 
and acute inflammation of the subcutaneous fat. The skin biopsy 
specimen showed a perivascular lymphocytic infiltrate (Fig 1). 
Results of immunofluorescence microscopy studies for immuno- 
globulin and complement were normal. Corticosteroid therapy was 
withheld because of concern over the patient’s already impaired 
immunologic responses. During a two-week period, the acrocyano- 
sis resolved; however, dry gangrene developed on the fifth toe of 
the left foot and the tips of the second and third toes (Fig 2). The 
toes were autoamputated. The subcutaneous nodules also slowly 
resolved, and the patient was discharged from the hospital. 

The patient was next admitted at the age of 19 months because 
of coldness of the left foot and recurrence of acrocyanosis involv- 
ing the left foot alone. She was again noted to be afebrile. Other 
important findings included diffuse exacerbation of the atopic 
dermatitis. No subcutaneous nodules were found, and no obvious 
foci of skin infection were noted. The arterial circulation to all 
extremities was intact according to the Doppler flow probe. 
Laboratory data, including blood cell count, urinalysis results, 
immunoglobulin levels, cold agglutinin levels, and coagulation 
profiles were virtually unchanged from the previous admission. 
Three blood cultures were negative. Therapy again was instituted . 
with IV fluids, heparin, diphenhydramine hydrochloride, and 
niacin. The cyanotic foot was warmed with compresses. There was 
little change in the clinical findings during a ten-day period. At 
this time, the decision was made to reinstitute corticosteroid 
therapy because of concern that additional parts of the foot would 
become involved. The patient began receiving prednisone (25 
mg/day) in divided doses. The response to this steroid therapy was 
dramatic. Within 24 hours, there was improvement in the acrocya- 
nosis, and the patient was essentially free of acrocyanosis by the 
fourth day of the therapy. All other treatment was discontinued, 
and the patient was discharged receiving a regimen of prednisone 
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(25 mg/day). During a period of 2! months, the patient's predni- 
sone therapy was gradually tapered and discontinued. Two weeks 
later, an illness characterized by the reappearance of subeutaneous 
nodular lesions on the extremities, identical to those previously 
described, developed. These symptoms responded to reinstitution 
of prednisone therapy at 25 mg/day. The patient’s dosage of 
prednisone was tapered slowly to 7.5 mg/day. Therapy was 
continued at this dosage thereafter without further recurrence of 
these symptoms. 

At 30 months of age, a respiratory illness with cough and 
dyspnea developed. A chest roentgenogram showed the presence 
of perihilar infiltrates, and a bronchial brush biopsy specimen 
indicated the presence of P carinii. The patient was again treated 
with pentamidine, with resolution of her symptoms. Another chest 
roentgenogram was subsequently normal. 

From the ages of 17 to 36 months, the patient experienced 
recurrent furuncles. Staphylococcus aureus invariably grew from 
the cultures of the furuncles. These lesions occurred on the 
buttocks, vulva, scalp, and in the supraclavicular area. On four 
separate occasions, treatment by incision and drainage was neces- 
sary. 

At the age of 33 months, the patient underwent a bone marrow 
examination that showed an abnormal marrow with a shift to the 
left. Promyelocytes were increased in number. The marrow find- 
ings were interpreted as consistent with granulocyte maturation 
arrest, increased peripheral destruction of granulocytes, or possi- 
bly a preleukemic state. Despite the abnormal marrow, the patient 
was not neutropenic, and no blast cells were observed in the 
peripheral blood. At this time, the patient began receiving levam- 
isole (25 mg/day) three days each week, in an attempt to stimulate 
immune function. Follow-up study of the patient’s immune status 
with delayed hypersensitivity skin tests and in vitro lymphocyte 
transformaton studies demonstrated no consistent improvement 
in immunologic functioning during the three months of levamisole 
therapy. 

When the patient was 36 months old, a fulminant pneumonia, 
characterized by high fever and rapid progression, developed. 
Despite vigorous treatment with IV nafcillin, gentamicin, supple- 
mental oxygen, and assisted ventilation, the patient died within 12 
hours of admission to the hospital. 

Postmortem examination indicated pleural effusions and exten- 
sive bronchopneumonia. The thymus gland was normal in size and 
gross appearance (9 g). An atrial septal defect was found. Staphy- 
lococcus aureus grew from cultures of the lungs and pleural fluid. 
Histologic examination of the thymus showed the presence of 
Hassall’s corpuscles. The architecture of the gland, however, was 
disorganized, and there was failure of corticomedullary differen- 
tiation (Fig 3). Small lymphocytes were present in normal num- 
bers. No germinal centers were observed, and there was prolifer- 
ation of the epithelial cells. 


METHODS AND MATERIALS 
OF IMMUNOLOGIC EVALUATION 
Neutrophil Function 


The NBT test was performed by the glass slide micromethod of 
Gifford and Malawista.* In vitro chemotaxis was measured using a 
modified Boyden chamber and serum activated by immune com- 
plexes as a chemotactant. A crossover technique measured the 
response of the patient’s cells to normal serum and normal cells to 
the patient's serum." 


Complement Studies 


Complement C3 levels were determined with commercially 
“available radial immunodiffusion plates. Total hemolytic comple- 
ment activity was measured by a standard sheep cell hemolysis 
assay. 


Immune-Complex Assays 


Two assays were used to measure circulating immune com- 
plexes. The method of Larhuma et al” was used initially. In this 
method, there is competitive binding of polyclonal rheumatoid 
factor by immune complexes in the patient’s serum and by 
IgG-coated latex particles, the inhibition of latex particle aggluti- 
nation being proportional to the amount of immune complexes 
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present in the serum. Results are expressed in dilutions of test 
serum capable of inhibiting a standardized latex agglutination 
reaction. 

In an attempt to define better the presence and nature of the 
immune complexes, the Raji cell radioimmunoassay was 
employed." The Raji cell human lymphoblastoid line is able to bind 
complement-fixing immune complexes, and these are then 
detected by radiolabeled anti-IgG. The amount of binding is 
derived by comparison to Raji cell uptake of known amounts of 
heat-aggregated IgG. All tests are performed in duplicate, with 
substantial results agreeing within 10% of one another. 

To eliminate the possibility of antilymphocyte antibody being 
mistaken for immune complexes in this assay, the patient’s serum 
was additionally fractionated on a gel filtration (Sephacryl 300) 
column, and both the heavy-molecular-weight fraction and the 7S 
(IgG) fraction were tested for immune complexes by Raji cell 
radioimmunoassay. 


Direct Immunofluorescence Microscopy 


Fresh skin biopsy specimens and subcutaneous tissue were frozen 
by liquid carbon dioxide and immediately cut into 5-um sections on a 
cryostat. The tissue so prepared was overlayered with commercially 
available fluorescinated antiserum samples against IgG, IgA, IgM, 
as well as antiserum against human complement. The antiserum 
samples were washed off after 30 minutes of incubation, and the 
tissue sections were mounted for examination. 


B-Cell Studies 


Quantitative immunoglobulin levels and functional antibody 
titers were determined by standard laboratory procedures.'^ Com- 
plement receptor rosette-forming lymphocytes were enumerated, 
using the technique of Mendes et al.” 


T-Cell Studies 


Sheep E rosette-forming lymphocytes were detected by the 
technique of Mendes et al." Cutaneous delayed hypersensitivity 
was tested by intracutaneous injection of a battery of ubiquitous 
antigens, including C albicans, streptokinase-streptodornase, and 
Trichophyton extracts. Lymphocyte function was tested by stimu- 
lation of peripheral blood lymphocytes with the mitogens PHA, 
Con A, and pokeweed (PW), the antigen C albicans, and with 
allogeneic cells as described previously in detail." Responses was 
measured by uptake of tritiated thymidine. The response of 
peripheral blood lymphocytes to thymosin fraction V was deter- 
mined according to a standard protocol. The cells were incubated 
with thymosin fraction V in various dosages from 0.073 to 730 
ug/mL, and the response was determined by observations for 
inerease in E rosette formation and response to mitogen stimula- 
tion." 


Suppressor-Cell Assay 


Since Con A is able selectively to stimulate suppressor lympho- 
cyte subpopulations, peripheral blood lymphocytes were incubated 
with this mitogen, while control lymphocytes were cultured with- 
out stimulation, as described by Shou et al.'^ After 48 hours, both 
stimulated and control cells were washed, treated with mitomycin 
to prevent further cell division, and added, in equal numbers, to 
separate fresh cell cultures stimulated by Con A. After 72 hours, 
all cultures were pulsed with tritiated thymidine for six hours and 
harvested. The degree of suppression was determined by the 
formula: 


^; Suppression —1 — Aepm CA/Acpm NA x 100% 


In this formula, Acpm is the mean counts per minute of stimulated 
cultures less the background counts. The CA indicates that cells 
previously stimulated with Con A have been admixed, while NA 
denotes admixture of unstimulated cells. Since this patient’s cells 
were poorly responsive to mitogen, they were added to normal 
donor cells. The mixing of allogeneic cells has been shown by Shou 
et al'* not to affect outcome of the assay. 


Purine Salvage Pathway Enzymes 


Adenosine deaminase and nucleoside phosphorylase activity 
were determined by enzyme activity assay in red cell lysates. 
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Table 1.—Immune Complex Determinations 


6/76 During acrocyanosis 
8/76 During acrocyanosis 
10/76 After steroid therapy was begun 


12/77 After year of continuous steroid 
therapy 


Polyclonal No. of SDs of Raji 
Date Rheumatoid Raji Cell Cell Results Above 
Serum Drawn Conditions Factor Inhibition* Radioimmunoassay, „ugt Normal Mean 


1/8 330 128 
1/16 1,030 410 
1/12 42 16 
Not done 99 34 





“Normal less than ‘%. 
TEquivalent amounts of heat aggregated IgG bound by Raji cells. 


Lymphocyte Mitogen Response 


Tritiated Thymidine, counts per minute x 10 ^? 


RESULTS 
Neutrophil Function 


The NBT test results were normal. Neutrophil chemotax- 
is studies, taken while the patient was clinically well, 
showed normal response of the patient’s cells in control 
serum and of the control cells in the patient’s serum. 


Complement Assays 


Multiple determinations of complement C3 and total 
hemolytic complement activity indicated no decrease in 
either factor at any time. 


Immune Complexes 


Both of the assays employed detected abnormal amounts 
of immune complexes (Table 1). While the binding inhibi- 
tion method was not carried to the end titer, it did show 
abnormal amounts of complexes to be present. The Raji cell 
radioimmunoassay demonstrated a notably increased 
amount of immune complexes to be present during periods 
of maximal disease activity. Fractionation of the patient's 
serum on a gel filtration column showed the immune 
complexes to be present primarily in the heavy-molecular- 
weight fractions, essentially ruling out the possibility that 
cytotoxic 7S (IgG) antibodies were producing an artifac- 
tually positive Raji cell assay. 


B-Cell Function 


The number of peripheral blood lymphocytes bearing 
complement receptors was increased on multiple determi- 
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Fig 4.—Graph showing lymphocyte mi- 
togen responsiveness in vitro. Note 
transient responsiveness to phytohe- 
magglutinin. X indicates phytohemag- 
glutinin; O, concanavalin A; W, poke- 
weed. 


1977 


nations. Serum immunoglobulin levels were evaluated 
through much of the patient's life. The levels of isohemag- 
glutinins and antidiphtheria and antitetanus antibodies 
were adequate. 


T-Cell Function 


Although the numbers of E rosette-forming cells in the 
peripheral blood were consistently increased, there was 
evidence of impaired T-cell function. Cutaneous delayed 
hypersensitivity responses to the ubiquitous antigens Can- 
dida and Trichophyton were, as noted previously, atypical. 
Repeated testing gave similar results. In vitro lymphocyte 
stimulation tests with the mitogens PHA, Con A, and PW, 
with the antigen C albicans, and with allogeneic cells 
indicated essentially no response. For several months after 
initiation of continuous corticosteroid therapy, a response 
to PHA was found intermittently (Fig 4). Incubation of 
peripheral blood lymphocytes with multiple doses of thy- 
mosin fraction V did not substantially change the percent- 
age of cells forming E rosettes, nor was the mitogen . 
response to PHA enhanced by this exposure. 


Suppressor-Cell Assay 


The assay of suppressor-cell function showed a consider- 
ably diminished responder lymphocyte transformation 
response after addition of the patient’s unstimulated and 
Con A-stimulated cells to the responder cells. The Con A 
stimulation produced a decrease of only 5% in this 
response. The control subject's Con A-stimulated mitomy- 
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Concanavalin A pretreatment 


suppressor cells 

Response to concanavalin A 115,865 44,023 69,390 65,630 
tritiated thymidine incorpo- 
ration, counts per minute + 


Suppression, % 


*Plus indicates addition of concanavalin A-treated cells; minus, addition 
of unstimulated cells. 
TLess background responder cells. 


cin-treated cells demonstrated 62% suppression of freshly 
stimulated lymphocytes compared with untreated cells 
(Table 2). 


Purine Salvage Pathway Enzymes 


Normal activity levels were demonstrated for both aden- 
osine deaminase and nucleoside phosphorylase. 


Immunofluorescent Staining 


There was no evidence of deposition of IgG, IgA, IgM, or 
of complement in the tissue biopsy specimen by immuno- 
fluorescent staining. 


COMMENT 


During the past decade, there has been increasing 
recognition of the role played by suppressor T cells in the 
regulation of various aspects of immune function. As 
understanding of these important regulatory functions has 
increased, clinical conditions that may be caused by distur- 
bances of suppressor T-cell control have been identified." 
The patient described here has been shown to differ 
notably from a normal control subject in suppressor-cell 
function. Two possible explanations are suggested for this 
suppressor-cell dysfunction. First, a high level of sponta- 
neous suppressor activity may have existed in the patient's 
cells, and further stimulation with Con A did little to 
increase this. Responder cells were noted to show lower 
responses when co-cultured with the patient's unstimu- 
lated cells, as well as with the Con A-stimulated lympho- 
cytes, suggesting ongoing suppressor activity. Sponta- 
neous suppression directed against T cells might explain 
the patient's T-cell dysfunction. If such spontaneous sup- 
pressor cells were corticosteroid sensitive, the return of 
some T-cell function (ie, PHA response) after steroid 
therapy might be expected. 

The second explanation is that the patient's lymphocytes 
were incapable of suppressor-cell activity. Studies of sup- 
pressor T cells in animal models have shown that suppres- 
sion is mediated by a population of T lymphocytes that are 
triggered by antigen to proliferate rapidly." In studies 
involving human lymphocytes stimulated by Con A, 
Haynes and Fauci" reported analogous findings. Unstimu- 
lated cells and those rendered incapable of proliferation did 
not produce suppression. This patient's lymphocytes failed 
"to proliferate in response to mitogen and antigen, possibly 
rendering her suppressor-function deficient because of this 
proliferative defect. Suppressor-cell dysfunction, failing to 
regulate immunoglobulin production, may explain the 
hyperglobulinemia observed and is partieularly interesting 
in light of recent observations on T-cell function and IgE 
levels in atopic dermatitis." 

The transient PHA response after initiation of cortico- 
steroid therapy is interesting. It may, as suggested pre- 
viously, reflect abrogation of spontaneous suppressor 
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activity in a steroid-sensitive T cell or macrophage or 
simply reflect the fact that inflammation interfered with 
T-cell function. The lymphocytic response, whatever its 
cause, was transient, limited to PHA alone and did not 
strietly correspond to periods of steroid therapy. 

This child's susceptibility to staphylococcal infections 
remains unexplained. The literature contains numerous 
reports of patients having increased IgE levels and suscep- 
tibility to staphylococcal infection. In some of these 
cases, neutrophil or mononuclear chemotactic defects in 
vivo or in vitro have been shown.” Occasionally, the 
defect has been reversible." Recent reports suggest a role 
of T-cell dysfunction,” or of antistaphylococcal IgE leading 
to histamine release,” as an explanation for the suscepti- 
bility to infection. Clearer understanding of the immune 
dysfunction in this heterogeneous group of patients is 
needed. 

This patient had atopic dermatitis, chronic and recurrent 
infections with opportunistic organisms, subcutaneous 
nodules, and necrotizing skin lesions of the toes. While it 
was not entirely possible to exclude sepsis, coagulopathy, or 
idiopathic factors as the cause of the necrotizing skin 
lesions, we thought that the blood culture results, poor 
response to antibiotics, and normal coagulation profile 
made these causes seem unlikely. Conversely, the hyper- 
globulinemia, eosinophilia, circulating immune complexes 
in amounts correlating with disease activity, pathologic 
changes on skin biopsy, and responsiveness to corticoster- 
oids were all consistent with an autoimmune process. The 
normal findings of immunofluorescence microscopy 
studies on the biopsy specimen may reflect the relatively 
late time (several days) at which the biopsy specimen was 
obtained after the appearance of the lesions. Sams et al^ 
have shown that immunoglobulin and complement may be 
catabolized within 24 to 48 hours of deposition. The 
finding of normal serum complement levels was not unex- 
pected. A recent report of patients with histopathologic 
findings similar to this patient described only a minority 
with hypocomplementemia.* 

We believe that this patient is of particular interest 
because she may illustrate the clinical sequelae of severe 
suppressor T-cell dysfunction. The disorganization and 
failure of the thymus gland to undergo corticomedullary 
differentiation may provide a basic developmental expla- 
nation for the T-cell defects observed. This child, to our 
knowledge, is the first with T-cell dysfunction and possible 
autoimmune manifestations in whom suppressor-cell func- 
tion has been studied. Our findings suggest serious abnor- 
malities in suppressor activity. Hopefully, similar patients 
will be investigated for adequacy of their suppressor-cell 
function. 
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Nonproprietary Names and Trademarks of Drugs 


Gentamicin sulfate—Garamycin, Genoptic. 
Mytomycin—Mitocin-C, Mutamycin. 
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.lransfusion Therapy in a Patient 


With Erythropoietic Protoporphyria 


Mark A. Bechtel, MD; 8. J. Bertolone, MD; Steven J. Hodge, MD 


e An 8-year-old boy with erythropoietic protoporphyria had a 
marked decrease in photosensitivity symptoms after several 
transfusions with washed, packed RBCs. The reduction in pho- 
tosensitivity was associated with a decline in free erythrocyte 
protoporphyrin levels. 

(Arch Dermatol 117:99-101, 1981) 


\ ea protoporphyria (EPP) is an inborn error 

of porphyrin metabolism resulting in increased levels 
of protoporphyrin IX in the plasma, RBCs, and feces. It is 
first observed as a photosensitivity disorder of variable 
severity and is characterized by excessive protoporphyrin 
accumulation in body tissues. The mode of inheritance is 
probably autosomal dominant with variable penetrance.’ 
An &year-old boy with classic EPP is described in whom a 
notable decrease in photosensitivity symptoms developed 
after several transfusions with washed, packed RBCs. 


REPORT OF A CASE 


A 6-year-old boy was first seen for the evaluation of a dermato- 
sis in March 1977. The mother stated that the child had had a 
history of a recurrent rash since he was 5 months old, when 
erythema and swelling of the skin developed after exposure to the 
sun. The erythema and edema occurred after exposure to approx- 
imately 30 minutes of sunlight, with vesicles and bullae occasion- 
ally developing. When this occurred, the child cried and (in early 
childhood) complained of pruritus. The lesions frequently became 
excoriated. 

At 2 years of age, the patient’s condition was evaluated at 
another medical center after presenting with erythema and mild 
scarring over the dorsa of the hands and on the malar regions. 
Erythrocyte protoporphyrin levels were notably elevated at 0.325 
mg/dL (normal, 0.060 mg/dL). The patient’s mother also had 
elevated erythrocyte protoporphyrin levels with a value of 0.330 
mg/dL. A biopsy specimen of the dorsum of the patient’s right 
hand demonstrated thick deposits of eosinophilic hyaline material 
around dermal blood vessels characteristic of that seen in EPP 
(Fig 1). Both the mother and maternal grandmother reported a 
history of photosensitivity symptoms. A diagnosis of EPP was 
made. The patient was treated with oral beta carotene (90 to 120 
mg/day) and demonstrated increased tolerance to sunlight. After 
two years of treatment with beta carotene, diarrhea of uncertain 
cause developed, and the medication was discontinued. His diar- 
rhea was evaluated in March 1977. Stool cultures, malabsorption 
study results, and a proctosigmoidoscopy were normal. A diagnosis 
of functional diarrhea was made. Six months after discontinuing 
beta carotene, his diarrhea was unchanged. 

On referral to our dermatology clinic in March 1977, examina- 
tion revealed erythematous lichenified plaques with some crusting 
over the dorsa of the hands, on the malar regions, and over the 
bridge of the nose (Fig 2). Several lesions showed hypopigmenta- 
tion and hyperpigmentation with scarring. The lesions over the 
bridge of the nose and on the malar region had an atrophic 
yellowish hue. No abnormalities of the hair, teeth, or nails were 
' noted. The lesions were limited to the sun-exposed areas. 

The patient continued to have persistent diarrhea, and the 
family became increasingly resistant to continued beta carotene 
therapy despite the lack of evidence linking beta carotene treat- 
ment to the diarrhea. After careful evaluation by the dermatology 
and hematology services, it was decided to give the patient a series 
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of packed RBC transfusions in an attempt to suppress his 
photosensitivity symptoms. 
MATERIALS AND METHODS 

The procedure of transfusing packed RBCs was carefully out- 
lined to the patient and mother, and risks (including transfusion 
reactions and hepatitis) were fully explained. Informed consent 
was obtained. The beta carotene administration was discontinued 
and baseline laboratory tests were obtained, which included a free 
erythrocyte protoporphyrin (FEP) level, a complete blood cell 
(CBC) count, a reticulocyte count, a lactic dehydrogenase level, 
SGOT, alkaline phosphatase level, bilirubin level, typing, and cross 
matching. Between September 1977 and January 1978, the patient 
received transfusions monthly with 1 unit of packed RBCs. The 
procedure was well tolerated without signs of a transfusion 
reaction. The patient’s CBC count, reticulocyte count, and physical 
status were closely monitored at regular intervals, and a subse- 
quent CBC count and FEP levels were obtained periodically. 


RESULTS 


The patient demonstrated a notable increase in sunlight 
tolerance after the five washed, packed RBC transfusions 
were completed in January 1978 (Fig 3). When examined in 
May 1978, the patient had played outside most of the 
spring without any photosensitivity reactions (Fig 4). 
Before the transfusions, substantial erythema and blister- 
ing had occurred in the spring when he was exposed to 
sunlight for short periods. In early June 1978, the patient 
vacationed for two weeks in Florida and played on the 
beach without notable erythema ever developing. By the 
end of the summer, he had suffered only one mild sunburn 
reaction despite substantial exposure to sunlight. A clinical 
remission of his photosensitivity persisted for 15 months 
after his last transfusion. In April 1979, an acute flare-up 
developed, with marked edema and erythema of the face, 
the dorsa of the hands and forearms, and the anterior part 
of the neck, after two hours of sun exposure. The patient 
received three further washed, packed RBC transfusions 
in April, May, and June 1979, and this again produced a 
substantial clinical reduction in his photosensitivity. He 
was able to spend several days on the beach in Florida in 
June 1979, without any clinical symptoms. 

The notable clinical improvement paralleled a decrease 
in the FEP levels that occurred after the transfusions. An 
FEP level drawn before the transfusion was 592 ug/dL 
RBCs (normal, 6 to 80 ug/dL RBCs) and in March 1978, 
after five packed cell transfusions, the FEP level decreased 
to 263.3 ug/dL RBCs. Four months after the last transfu- 
sion, his FEP levels began to rise slowly. He had an FEP 
level of 283.8 pg/dL RBCs in May 1978, and this rose to 
384.6 ug/dL RBCs in August 1978. Despite the progressive 
rise in the FEP levels, the patient remained free of clinical 
photosensitivity. In February 1979, his FEP levels reached 
631.57 ug/dL RBCs and two months later there was a 
severe flare of his photosensitivity on exposure to sunlight. 
The duration of his clinical remission of photosensitivity 
was 15 months after the last of five washed, packed RBC 
transfusions. After exacerbation, three further transfu- 
sions again produced clinical improvement and a reduction 
in his FEP levels. 


COMMENT 


The patient represents a classic case of EPP in which a 
substantial reduction in photosensitivity developed after 


Transfusion Therapy—Bechtel et al 99 


1 
duni] 


j 
l 
7 





3 ta Ind in 


{ 
Jut. eee 


ay" 





Fig 1.—Dermal capillaries demonstrate deposition of thick homo- 
genous hyaline material (arrow) (hematoxylin-eosin, x 400). 





Fig 2.—Patient during exacerbation of his disease. Note increased 
skin markings, erythema, and ulcerated vesicles. 


several packed RBC transfusions. The reduction in photo- 
sensitivity was associated with a decline in FEP levels. 
Approximately four months after the last packed RBC 
transfusion, the patient’s FEP levels began to rise but he 
remained free of any substantial photosensitivity symp- 
toms for almost 15 months. After his flare-up of sunlight 
intolerance, the patient received three further packed RBC 
transfusions and again, there was a notable reduction in 
his photosensitivity symptoms despite substantial expo- 
sure to sunlight. A decline in the FEP levels was again 
noted. It is important that the patient’s mother also 
reported a history of sun sensitivity with documented 
elevated FEP levels that improved after a blood transfu- 
sion that was administered during a hysterectomy. 
Patients with EPP usually are first seen between 2 and 5 
years of age with photosensitivity reactions after exposure 
to sunlight. In one review of 32 patients with EPP, the 
average age of onset was 4.3 years.” The most frequently 
reported symptom is a burning sensation after exposure to 
sunlight. This is frequently followed by pruritus and pain.* 
Often, the child will cry when placed in the sun. The 
symptoms are confined to light-exposed areas and can 
follow sun exposure by five to 30 minutes. Visible skin 
changes that consist of erythema and edema develop in 


100 Arch Dermatol—Vol 117, Feb 1981 





"S 700 

T 650 

$6004 a 

25504 7X [ ^ 
9 5004 E \ 

debet N \ 

= 450. \ Me 
E 4004 id v 





Ww 
Oo 
© 





9101112]1 234 5/6 7 899 101112)/1 2 3 4 5 6/7 
1977 - Mu suem is P - aca =" 1979- 


Time, mo 


Free Erythrocyte Protoporph 


Fig 3.—Comparison of free erythrocyte protoporphyrin levels with 
time in response to transfusion therapy. Arrows indicate times of 
transfusions. 


Fig 4.—Patient four months after completion of first series of 
transfusions. Only lesions that remain are persistent skin mark- 
ings. 


most patients. Occasionally, a papulovesicular eruption 
occurs that persists for weeks. Residual scars that appear 
as shallow atrophic depressions over the nose, cheeks, and 
dorsa of hands develop in a small number of patients.' 

The pathophysiology of EPP remains uncertain. It seems 
that the primary defect is in the activity of the enzyme 
ferrochelatase that converts protoporphyrin to heme.” This 
results in exeess protoporphyrin levels. Protoporphyrin is 
loosely associated with globin in the RBC and readily 
diffuses into the plasma. In the plasma, it is bound to 
albumin and hemopexin. On absorption of light energy in 
the 400-nm range, the protoporphyrin molecule is raised to 
an excited state and absorbed energy is then dissipated 
with the formation of free radicals and peroxides. The free . 
radicals and peroxides may damage the integrity of the 
cellular and lysosomal membranes in the skin.? 

Topical sunscreens have been relatively ineffective as 
protective agents against sunlight-induced skin lesions in 
EPP. In the past, protective clothing or avoidance of sun 
exposure entirely was a necessity. Treatment with anti- 
malarials has been disappointing. In one clinical trial, two 
out of six patients showed a good therapeutic response to 
the administration of quinacrine hydrochloride.* Attempts 
to control the photosensitivity symptoms with vitamin E in 
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doses up to 4,000 IU/day gave poor results.? Beta carotene 
. in high oral doses has been shown to be effective treatment 
for EPP. In 84% of 133 patients with EPP, treatment with 
high doses of oral beta carotene resulted in an increased 
ability to tolerate sunlight.' This excellent therapeutic 
result may be secondary to beta carotene's ability to trap 
single excited oxygen and free radicals. However, it has 
also been demonstrated that beta carotene in the stratum 
corneum? strongly absorbs 400-nm energy, which may 
provide some additional therapeutic effect. 

Recent investigations have attempted to delineate the 
source of the abnormal protoporphyrin that accumulates in 
EPP. Some investigators postulate that a substantial 
amount of the abnormal protoporphyrin is synthesized in 
the liver. Piomelli et al’ suggest that the abnormal proto- 
porphyrin is synthesized primarily by the bone marrow. 
Estimates of the daily loss of protoporphyrin from erythro- 
poietic tissue in EPP indicate an order of magnitude 
similar to the total blood protoporphyrin level. Piomelli et 
al' believe that it was not necessary to postulate a prepon- 
derant extra erythropoietic source to explain the amount of 
fecal excretion of protoporphyrin. It was further demon- 
strated that an extremely high concentration of protopor- 
phyrin accumulates in erythrocytes in the later stages of 
maturation in the bone marrow. All retieuloeytes had 
greatly increased protoporphyrin levels. The protoporphy- 
rin that accumulated in the newly formed erythrocytes 
disappeared rapidly as the cells entered the circulation. 
Most of the protoporphyrin was lost in less than three days 
of circulation.’ By comparing the ratio of molecules of FEP 
to heme protoporphyrin, the data of Piomelli et al demon- 
strated that the enormous excess of FEPs observed in the 
peripheral blood could be explained by an increase in the 
overall synthesis of protoporphyrin by only 5% to 8%. 

One could postulate that the substantial reduction in 
photosensitivity symptoms and FEP levels in our patient 
after several packed cell transfusions may be because of 
suppression of bone marrow synthesis of protoporphyrin. 
Transfusions have been demonstrated to suppress endoge- 
nous erythropoiesis in sickle cell anemia? and thalassemia.’ 
A decrease in the synthesis of protoporphyrin by 5% to 8% 
as demonstrated in these findings could result in a notable 
reduction in protoporphyrin levels.’ If bone marrow sup- 
pression of protoporphyrin synthesis explains the clinical 
response in our patient, one would expect an eventual rise 
of protoporphyrin levels and a return of photosensitivity 
with time after the transfusions. Our patient demon- 
strated a rise in FEP levels four months after the last 
packed cell transfusion. However, his photosensitivity 
symptoms remained clinically suppressed for 15 months. 
This would suggest that transient lowering of the FEP 
levels may induce a clinical remission of photosensitivity 
for a variable length of time. Because part of the clinical 
remission after the packed cell transfusions occurred dur- 
ing the winter, the degree and length of the clinical 
remission may have been influenced by the decreased 
sunlight intensity during the winter months. Our patient 
demonstrated that further transfusion again produced a 
clinical remission of photosensitivity with lowered FEP 
levels. It will be important to monitor the patient’s FEP 
levels after his second series of packed cell transfusions 
while his clinical response and duration of suppression of 
photosensitivity are evaluated. 

The possibility that packed cell transfusions were par- 
tially efficacious because of their dilutional effects seems 
unlikely, since blood volume changes were only about 10%. 
It is difficult to determine the clinical importance of 
variations in FEP levels in EPP because of the poor 
correlation between clinical symptoms and quantitative 
FEP levels.* In a recent study,” the level of erythrocytic 
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protoporphyrin concentration varied for each patient over 
time and varied widely between patients. There appeared 
to be a seasonal effect, with erythrocyte protoporphyrin 
concentrations substantially higher in winter than in sum- 
mer. Protoporphyrin concentrations were substantially 
higher when patients were receiving beta carotene than 
when they were not. It was postulated that the amount of 
light reaching the capillaries is greater during the summer 
than in the winter, producing greater light-induced de- 
struction of porphyrins and decreased levels during the 
summer. It was hypothesized that beta carotene may 
prevent erythrocyte lysis and destruction of plasma proto- 
porphyrin.” Thus clinical suppression of photosensitivity 
from beta carotene therapy was associated with elevated 
levels of FEP. 

Despite the fact that our patient tolerated the packed 
RBC transfusions without complications, chronic transfu- 
sion therapy has definite risks. Complications include 
intravascular or extravascular hemolysis caused by incom- 
patibility of the ABO system or Rh factor, nonhemolytic 
(febrile) transfusion reactions, circulatory overload, hepa- 
titis, thrombophlebitis, and iron overload." Because of the 
therapeutic effectiveness of beta carotene in the majority 
of patients with EPP, the risks of transfusion therapy are 
not warranted in uncomplicated EPP. 

In conclusion, we found that the administration of 
packed RBC transfusions to a patient with EPP who was 
unable to take beta carotene resulted in a decline in FEP 
levels associated with a notable suppression of photosensi- 
tivity symptoms of 15 months’ duration. During childhood 
and adolescence, the infrequent, careful use of blood 
transfusions may prove beneficial in patients with EPP 
who cannot tolerate beta carotene therapy or in whom 
disease-associated liver damage is a problem. This may 
lead to a more normal lifestyle, with decreased physical 
and psychological scarring. Because of definite risks, indis- 
criminate use of transfusion therapy is certainly not 
warranted in uncomplicated EPP. 


Nonproprietary Name and Trademark of Drug 


Beta carotene—Solatene. 
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Dermal Melanocyte Hamartoma 


A Distinctive New Form of Dermal Melanocytosis 


Craig G. Burkhart, MD, Amira Gohara, MD 


è An 18-month-old infant had diffuse, gray-blue pigmentation 
on the buttocks bilaterally, extending the entire length of his right 
leg in a dermatomal pattern. In the lesion there were several 
conspicuous macules of considerably darker hue. Histologic 
and ultrastructural examinations revealed numerous dermal 
melanocytes. Clinically and pathologically, the patient had a 
distinctive type of dermal melanocytosis for which we propose 
the name “dermal melanocyte hamartoma.” 

(Arch Dermatol 117:102-104, 1981) 


ewe melanocytosis is characterized by the presence 
of ectopic melanocytes in the dermis. Melanocytosis 
assumes several morphologic forms, including the mongoli- 
an spot, the blue nevus, the nevus of Ota, and the nevus of 
Ito. 

We report herein an unusual case of dermal melanocyto- 
sis with clinical and histologic features that are not 
consistent with any of these morphologic entities. 


REPORT OF A CASE 


An 18-month-old infant had a gray-blue patch on his buttocks 
and on his right leg. The lesion was present at birth, and no 
appreciable change in appearance had occurred during the 
patient's 18 months of life. The child's mental and physical 
development had been normal. There was no family history of 
pigmentary disorders. 

On physical examination, the gray-blue patch was seen to cover 
the buttocks bilaterally (Fig 1) and extend the entire length of the 
right leg in a dermatomal pattern (Fig 2). In the lesion were 
several conspicuous macules that were well demarcated and of 
considerably darker hue (Fig 3). In these areas, the epidermal 
surface was unaltered and no underlying induration was apparent 
clinically. The remainder of the results of the physical examina- 
tion were unremarkable. 

Skin biopsy specimens from both the gray-blue patch and the 
conspicuous macules in the lesion showed many dermal dendritic 
cells with long, wavy processes located between the connective- 
tissue fibers (Fig 4). The dermal melanocytes were located 
throughout the upper two thirds of the dermis and tended to 
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approach the epidermis in the areas corresponding to the conspic- 
uous macules. In these areas, the dendritic cells were seen in the 
subpapillary layer of the dermis. 

Electron microscopy indicated that the dermis contained many 
melanocytes without any detectable melanophages. The dermal 
melanocytes contained mostly mature melanosomes with a few 
premelanosomes (Fig 5). Poorly developed Golgi complexes and 
few mitochondria were noted in these cells. 


COMMENT 


During fetal life, dermal melanocytes migrate from the 
neural crest to their designated site at the epidermal- 
dermal junction.' Dermal melanocytosis occurs when the 
melanocytes fail to reach the epidermal basal cell layer. 
The factors responsible for the failure of dermal melano- 
cytes to reach their destination at the base of the epidermis 
are unknown. 

Clinically, the various forms of dermal melanocytosis 
include the mongolian spot, the blue nevus, the nevus of 
Ota, and the nevus of Ito. Our case is exceptional and does 
not categorically fit into any of the presently designated 
forms of dermal melanocytosis. A clinical, histologic, and 
ultrastructural comparison of these five distinct entities is 
given in the Table. 


Clinical Comparison 


The pigmented lesion in our patient was mottled with 
several small, well-demarcated macules of considerably 
darker hue, situated in the larger, diffusely pigmented 
patch. The pigmentation involved both buttocks and 
extended the length of the right leg in a dermatomal 
distribution. The lesion was present at birth and had 
demonstrated no tendency to resolution in the first 18 
months of life. 

Both the nevus of Ota?’ and the nevus of Ito? have 
speckled pigmentation in a neural distribution, and the | 
lesions usually appear at birth or shortly thereafter. 
Although there are close clinical correlations between these 
two forms of dermal melanocytosis and our case, the 
location of the nevus of Ota and the nevus of Ito are, by 
definition, on the face and over the acromioclavicular 
region, respectively. 

The mongolian spot*' usually appears at birth and 
frequently involves the sacral region. Unlike our patient, 
this form of dermal melanocytosis has homogeneous pig- 
mentation without a speckled appearance. Moreover, the 
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Fig 1.—Well-demarcated pigmented patch involving both but- 
tocks. 





Fig 2.—Pigmentation extending length of patient’s right leg. 
Dermatomal distribution is shown. 


mongolian spot may be round, oblong, square, triangular, 
ovoid, angular, and heart shaped, but it never occurs in a 
dermatomal distribution as was seen in our patient. 

The blue nevus*’ appears as a sharply circumscribed, 
slightly raised, rounded lesion of uniform pigmentation. 
Blue nevi are only a few millimeters in diameter and do not 
achieve the size of the lesion seen in our patient. Blue nevi 
are neither speckled, nor do they assume a dermatomal 
distribution. 


Histologic Comparison 


The various types of dermal melanocytosis differ in the 
concentration and location of the melanocytes. In our 
patient’s lesion, in the nevus of Ota, and the nevus of Ito, 
numerous melanocytes reside in the upper dermis. The 
normal architecture of the dermal connective tissue is not 
interrupted. In all three of these forms of dermal melano- 
` eytosis, the melanocytes tend to approach the epidermis in 
areas that correlate with the conspicuous brown macules 
noted elinically. Histologically, melanophages are rarely 
seen in these three conditions, 

In the mongolian spot, the dermal melanocytes are 
sparse and are scattered in the lower half of the dermis. 
Melanophages are only occasionally identified in this con- 
dition. 

Histologically, there are two forms of blue nevi. The 
common blue nevus has an extremely high concentration of 
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Fig 4.—Numerous dermal melanocytes diffusely located in dermis 
by histologic examination (Fontana-Masson, original magnifica- 
tion x 10). 





Fig 5.—Dermal melanocyte by electron microscopy. Melano- 
somes in melanocyte are mature and maximally electron dense 
(original magnification x 4,980). 
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Mongolian Spot Blue Nevus 
Onset Birth or soon after Birth or later in life 
Course Tends to disappear Persistent 
Uniformity of pig- Uniform Uniform 
mentation 
Distribution Random, although Random 








usually in sacral 
area 


Scattered dermal 
melanocytes in 
lower half of 
dermis in low 
concentrations 









Common form has 
high concentration 
of dermal melano- 
cytes in middle and 
lower third of der- 
mis; melanophages 
usually present; 
cellular form also 
contains bundles of 
spindle-shaped 

cells 


Fully developed 
melanocytes with 


Histologic 
features 












Ultrastructure Fully developed mela- 


nocytes with only 







mature melano- only mature 
somes; virtually no melanosomes; 
premelanosomes virtually no 


premelanosomes* 
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Differential Diagnostic Features of Dermal Melanocytic Lesions 






Moderate number of 


Fully developed 


Dermal Melanocyte 


Nevus of Ota Nevus of Ito Hamartoma 
Birth or soon after Birth or soon after Birth 
Persistent Persistent Persistent 
Speckled Speckled Speckled 
First and second Subclavian region Dermatomal 









branches of the 
trigeminal nerve 





Moderate number 
of dermal 
melanocytes 
in upper dermis 


Moderate number of 
dermal melano- 
cytes in upper 
dermis 


dermal melano- 


cytes in upper 
dermis 





Fully developed 
melanocytes with 


Fully developed 


melanocytes with melanocytes with 


only mature only mature only mature 
melanosomes; melanosomes; melanosomes; 
virtually no virtually no virtually no 


premelanosomes premelanosomes premelanosomes 





*One case report’ questions whether this general rule applies with the blue nevus. 


melanocytes aggregated in the middle and lower third of 
the dermis. Numerous melanophages are usually also pres- 
ent. The cellular type of blue nevus has, in addition to the 
dermal melanocytes, a large proportion of closely aggre- 
gated spindle-shaped cells. 


Ultrastructural Comparison 


It seems that in all five types of dermal melanocytosis, 
the dermal melanocytes show only mature, maximally 
electron-dense melanosomes with few, if any, premelano- 
somes.” Additionally, weakly developed Golgi complexes, 
little endoplasmic reticulum, and few mitochondria are 
noted ultrastructurally in these cells. In one patient, how- 
ever, membrane-limited melanosomal conglomerates, fully 
developed Golgi bodies, and melanosomes in all stages of 
development were noted." 


Despite the sacral location of part of the lesion, our 
patient had clinical and histologic features considerably 
more consistent with the nevus of Ota and the nevus of Ito 
than with the mongolian spot. The location of the lesion in 
our patient alone should not dictate its inclusion in the 
category of the mongolian spot. The nevus of Ota was 
originally described as a persistent, aberrant mongolian 
spot! and an extensive blue-like pigmentation’ before it 
was finally recognized as a distinct entity. Our case also 
seems to represent a distinctive new type of dermal 
melanocytosis for which we propose the name "dermal 
melanocyte hamartoma." 


Westwood Pharmaceuticals Inc, Buffalo, has provided funds to defray the 
cost of the color illustrations. 
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Keratosis Lichenoides Chronica 


Successful Treatment with Psoralen-Ultraviolet-A Therapy 


Pearon G. Lang, Jr, MD 


e Aman with keratosis lichenoides chronica is described who, 
unlike previously described patients, had had his eruption since 
infancy. Moreover, this patient had prominent oral involvement 
resembling lichen planus. Typically, keratosis lichenoides 
chronica is recalcitrant to all forms of treatment, but this patient 
responded substantially to psoralen-ultraviolet-A therapy. Sev- 
eral weeks after treatment was completed, he showed no signs of 
relapse. 

(Arch Dermatol 117:105-108, 1981) 


n 1972, Margolis et al' described a middle-aged man with 
hoarseness, a seborrheic dermatitis-like eruption of the 
scalp and face, and lichenoid papules distributed in a 
retiform pattern over the extremities. These authors 
believed that this dermatitis was a distinct entity and 
suggested the name "keratosis lichenoides chronica" for it. 
Recently, I saw a patient whose condition fits their clinical 
description. 

The patient of Margolis et al was refractory to a variety 
of therapeutic modalities, as was my patient. However, 
unlike the patient of Margolis et al, my patient had a 
history of improvement in the summertime. Based on this 
information, I undertook a therapeutic trial using oral 
psoralens in combination with ultraviolet (UV) energy 
exposure in the 320-to 400-nm range (PUVA). The success- 
ful use of PUVA therapy in this patient is the basis for this 
report. 


REPORT OF A CASE 


The patient was a 24-year old man. Since infancy, he had had a 
widespread eruption that was recalcitrant to various forms of 
treatment. During the years, there had been spontaneous 
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improvement in the eruption on his face and trunk. He had noted 
that his rash became worse during cold weather but improved in 
the summer if he exposed himself to sunlight. The patient also 
complained of recurrent ulcers in his mouth when he drank hot 
coffee. A biopsy specimen taken elsewhere a number of years 
previously was said to be suggestive of hyperkeratosis follicularis 
et parafollicularis. 

There was no family history of a similar eruption, but there was 
an atopic family history. 

On examination, the patient showed diffuse scaling of the scalp. 
The eyelid margins were red, and the lower lip was purplish-white. 
Violaceous papules were present on the upper lip (Fig 1). Oral 
examination showed the tongue was whitish, but scraping did not 
dislodge any material from the surface. Multiple erosions with red 
halos resembling aphthae were present on the buccal mucosa and 
in the pharynx. The fingernails showed longitudinal ridging and 
were fragmented at the ends with splinter hemorrhages. Exami- 
nation of the skin elsewhere showed numerous hyperkeratotic and 
violaceous lichenoid papules over the arms, legs, and buttocks. 
Over the thighs and buttocks, these formed confluent plaques (Fig 
2), but on the arms and legs, the papules were distributed in a 
retiform pattern. In some areas, the lesions assumed a linear 
configuration, suggesting Kóbner's phenomenon (Fig 3). There 
were also redness and scaling of the scrotum and glans penis. 

A complete blood cell count with differential cell count, an 
antinuclear antibody screen, urinalysis, fluorescent antibody titer 
for toxoplasmosis, and a chemistry profile (total serum protein, 
albumin, caleium, phosphorus, cholesterol, glucose, uric acid, total 
bilirubin, alkaline phoshatase, creatine phosphokinase, lactic dehy- 
drogenase, and SGOT) results were all within normal limits or 
negative. Multiple potassium hydroxide preparations from the 
tongue were negative. 

Four-millimeter punch biopsy specimens were obtained from 
several areas. The specimens were fixed, sectioned, and stained 
with hematoxylin-eosin in a standard manner and examined (Fig 
4 through 6). In all sections, there was a band-like infiltrate of 
mononuclear cells, and in certain areas, there was liquefaction 
degeneration of the basal cell layer of the epidermis. The epider- 
mis was acanthotic in some areas with accompanying hypergran- 
ulosis, but in other areas it was atrophic with accompanying 
parakeratosis. 

On the basis of the clinical findings and laboratory results, a 
presumptive diagnosis of keratosis lichenoides chronica was 
made. 


Keratosis Lichenoides Chronica—Lang 105 








Fig 1.—Violaceous papules are present on upper lip. Lower lip 
shows purplish-white discoloration. 





Fig 2.—Note large number of papules on arms and confluence of 
lesions over buttocks to form plaques. 








Fig 3.—Close-up photograph of right thigh showing linear lesions 
suggesting isomorphic response. Also note plaque and retiform 
pattern. 





Fig 4.—Punch biopsy specimen from left thigh showing alternat- 
ing areas of acanthosis and epidermal atrophy (hematoxylin- 
eosin, original magnification x 15). 
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Fig 5.—Close-up of area from same specimen shown in Fig 4 
illustrating flattening of epidermis, band-like mononuclear cell 
infiltrate, focal parakeratosis, and mild liquefaction degeneration 
of basal cell layer (hematoxylin-eosin, original magnification 
x 60). 
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Note acanthosis, thickened granular layer, basal cell layer degen- 
eration, and band-like inflammatory infiltrate (hematoxylin-eosin, 
original magnification x 60). 


Fig 7.—Close-up photograph of right thigh after 18 psoralen-ul- 
traviolet-A treatments. Lesions are no longer violaceous but faint 


pink; they are no longer palpable. 


The patient began fluocinonide ointment therapy three times 
daily and with overnight occlusion, but there was no response after 
several weeks. He was then given a tar gel containing the 
biologieal equivalent of 5% coal tar. This was used in conjunction 
with natural sunlight exposures. One month later, there was slight 
improvement, but this improvement did not persist. The scalp, 
however, did respond and remain clear with the regular use of a 
tar shampoo. 

After hearing about the possible risks and having the necessary 
precautions for PUVA therapy explained, the patient underwent 
an ophthalmologie examination and began a program of twice- 
weekly PUVA treatments given three days apart. The patient 
took 50 mg of methoxsalen (0.6 mg/kg) two hours before his UV-A 
exposure. The source of UV energy was a cabinet consisting of 44 
six-foot, high-intensity, UV light bulbs with a peak emission at 358 
nm and with an energy output of 12 mW/sg cm. Because the 
patient was fair skinned, he began with a dose of 1.5 joules/sq cm. 
The maximum dose of energy received during any one treatment 
was 2 joules/sq cm, and this was late in his course of therapy. 
After a total of eight treatments, there was noticeable improve- 
ment. After 18 treatments, his lesions were completely flat and 
less erythematous (Fig 7); areas of normal skin could be seen in the 
plaques. After his 19th treatment, the patient received no further 
treatments for three weeks. When he returned to restart his 
treatments, he showed no signs of relapse. Therapy was restarted, 
but the patient was now much more erratic in keeping his 
appointments. Nevertheless, his condition continued to improve. 
After four treatments during the next month, the patient discon- 
tinued treatment. One and a half months after his last PUVA 
treatment, he was contacted and asked to come in to be examined. 
Although there were still lesions present, there were no signs of 
relapse. 

In summary, the patient had received a total of 28 PUVA 
treatments during 3'2 months and a total dose of 38 joules/sq em. 
Subsequent to his last visit, the patient was not seen again; 
however, several months after his last visit, he stated on the 
telephone that he was doing well. 
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COMMENT 


Whether keratosis lichenoides chronica is a distinct 
entity or not is unclear.” ° When I saw this patient initially, 
I considered lichen planus a variegate form of parapsoria- 
sis and keratosis follicularis in the differential diagnosis. 
Certainly the violaceous discoloration of the lips and 
whitish color of the tongue, along with the violaceous 
lichenoid papules, suggested a diagnosis of lichen planus. 
However, Wickham's striae were absent, and the retiform 
pattern of the lesions was atypical for lichen planus. 
Histologically, many areas were compatible with the find- 
ings in lichen planus, but the areas with marked parakera- 
tosis were not and could not be accounted for by rubbing 
and scratching. The nail changes were suggestive of 
keratosis follieularis, but there were otherwise few clinical 
findings to support this diagnosis. The individual lesions 
and their distribution were also consistent with a diagnosis 
of variegate parapsoriasis. However, there were no coexist- 
ing changes of poikiloderma atrophicans vasculare, and 
histopathologic examination results were not compatible 
with this diagnosis. Moreover, the onset of the eruption in 
infancy would be atypical for variegate parapsoriasis as 
well as for lichen planus. 

As pointed out by Petrozzi; patients with keratosis 
lichenoides chronica share characteristics with patients 
described in the past as having lichen ruber moniliformis, 
lichen verrucosus et reticularis, and porokeratosis striata 
lichenoides. Moreover, patients with toxoplasmosis have 
been described as having lichenoid eruptions resembling 
lichen verrucosus et reticularis.” However, unlike my 
patient, these latter patients had serologic evidence of 
toxoplasmosis. Some of these patients also had ocular 
involvement, lymphadenopathy, and a leukocytoclastic vas- 
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culitis. Recently, a group of patients have been described 
with a disease termed “kératose lichénoide striée."*^ The 
clinieal photographs of these patients resemble those of the 
patient described herein, and one patient with kératose 
lichénoide striée had also had the eruption since the early 
days of life? These patients may also have involvement of 
the epiglottis, as did the patient of Margolis et al.' 

Clinically and histologically, my patient is very similar to 
those described previously as having keratosis lichenoides 
chronica.'* Like the patient of Margolis et al,' my patient 
also had oral aphthae, although they were more persistent 
in my patient. He also had a chronic blepharitis, but there 
was no corneal involvement. He had a “croaky” voice, but 
had noted no change, and larnygoscopy was not performed. 
Like Petrozzi's patient, this patient also had nail involve- 
ment. 

Despite similarities to cases reported previously, the 
patient deseribed herein was distinct in that his eruption 
had been present since birth, whereas previous patients 
had had the onset of their disease during adult life. Also, he 
had noted some spontaneous improvement as he aged and 
had shown improvement with sunlight exposure in the 
summer. This patient had more marked oral involvement 
than previously described patients. 

In other reports, patients with keratosis lichenoides 
chronica have been resistant to all modalities of treatment 
including topical, systemic, and intralesional corticoste- 
roids, ammoniated mercury, salicylic acid, anthralin, treti- 
noin, tar, urea cream, antibiotics, superficial x-ray therapy, 
oral vitamin A, and antimalarial agents. However, in 1978, 
at the annual meeting of the American Academy of 
Dermatology, Goldberg’ described a patient with keratosis 
lichenoides chronica who responded to PUVA therapy. The 
most pleasing and surprising aspects of my patient's 
response to PUVA therapy were the small number of joules 
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required to bring about improvement and that he went” 


without treatment for several months without relapse. 

Whether this patient’s condition would have cleared 
completely had he continued treatment is uncertain. More- 
over, how long he will maintain his improvement is unclear. 
Patients with lichen planus who are treated with PUVA 
therapy may maintain a remission for months after treat- 
ment is stopped.’ 

Why our patient had relapse after improvement with 
natural sunlight but has had less tendency to do this after 
stopping PUVA treatment is not clear. Possibly the long- 
wavelength UV energy that penetrates the skin deeply 
more effectively corrected the pathologic changes accom- 
panying the disease. 

Whether or not keratosis lichenoides chronica is a dis- 
tinct entity or the same disease as lichen ruber monilifor- 
mis, lichen verrucosus et reticularis, porokeratosis striata, 
or kératose lichénoide striée is uncertain; however, many 
reported cases could be variants of the same disease. It is 
not clear whether keratosis lichenoides chronica is an 
unusual variant of lichen planus, but certainly my patient’s 
disease shares a number of features with lichen planus, 
including involvement of the lips and tongue, the morpho- 
logic appearance of the individual skin lesions, and some 
but not all of the histopathologic features. Last, whether all 
patients with this rare disease will respond to PUVA 
therapy remains to be seen. 


Edwin G. Rice, MD, of Minneapolis provided background information on 
this patient and his previous examinations. 


Nonproprietary Name and Trademarks of Drug 


Fluocinonide—Lidex, Topsyn. 
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Cicatricial Pemphigoid in a Patient 


With Systemic Lupus Erythematosus 


Robert S. Redman, DDS, PhD, E. George Thorne, MD 


€ Three years after the onset of lupus erythematosus, blisters, 
erosions, and erythema of the gingivae developed in a 31- 
year-old man. A diagnosis of cicatricial pemphigoid was estab- 
lished by routine and immunofluorescence microscopy studies. 
An association between cicatricial pemphigoid and other 
autoimmune disorders seems to be rare. This case demonstrates 
the importance of performing immunofluorescence microscopy 
studies, as well as routine histologic assessments, of conditions 
that resemble desquamative gingivitis. 

(Arch Dermatol 117:109-110, 1981) 


n recent years a number of cases have been reported in 
which bullous pemphigoid has occurred in patients with 
rheumatoid arthritis' or with systemic lupus erythemato- 
sus (LE).** Also, cicatricial pemphigoid has been associated 
with rheumatoid arthritis.' In this report, we present a 
patient in whom cieatricial pemphigoid of the gingivae 
developed three years after the onset of systemic LE. 


REPORT OF A CASE 


A 3l-year-old man was first seen in the Denver Veterans 
Administration Medical Center in March 1977 for follow-up evalu- 
ation of a connective-tissue disease that began in 1974. The 
principal manifestations were recurring pleuritic chest pain and 
arthralgias, several occurrences of photosensitivity, and progres- 
sively worsening episodes of hemolytic anemia and thrombocyto- 
penia. The thrombocytopenia and hemolytic anemia were alle- 
viated in 1975 by a splenectomy. Two preparations failed to show 
LE cells, while two assays for antinuclear antibody (ANA) showed 
a speekled pattern at titers of 1:80 and 1:160. The diagnosis of 
systemic LE was made on the basis of four of the 14 preliminary 
criteria of the American Rheumatism Association? having been 
* observed, together with the finding of ANAs. 

The patient was maintained almost symptom-free on a regimen 
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of 15 mg of prednisone on alternate days until June 1977, when 
painful erosions and blisters of the gingivae developed. These did 
not regress with increased prednisone dosages, although exacerba- 
tions were usually controlled by temporarily increasing the dosage 
to 15 mg/day. In October 1977, he was referred to our dental 
service for further evaluation of his gingival condition. A complete 
dental and oral examination was performed. Almost all of the 
gingivae were erythematous and slightly swollen (Fig 1). The 
erythema did not extend beyond the mucogingival border, nor was 
any other region of the oral mucosa affected. There were several 
erosions, some with loosened tags of epithelium still attached. 
Moderate frictional pressure of noneroded areas tended to loosen 
new patches of epithelium (positive Nikolsky's sign). Periodontal 
bone loss was minimal. A clinical diagnosis of desquamative 
gingivitis was made, but definitive disorders such as pemphigus, 
pemphigoid, erosive lichen planus, and atypical oral lesions of LE 
required consideration. 

In collaboration with an oral surgeon, a blood sample and biopsy 
specimens of the gingivae and normal skin were taken. In routine 
histologic sections (Fig 2), the gingival specimen showed large 
subepithelial clefts and numerous dilated vessels engorged with 
RBCs in the lamina propria and submucosa. In most of the 
specimen there were only occasional lymphocytes and plasma cells 
subjacent to the epithelium, but there were a few foci of neutro- 
phils near the clefts. Half of the specimen had been quick-frozen in 
liquid nitrogen, and sections were subjected to immunofluorescent 


Fig 1.—Maxillary gingiva at time of biopsy. Notable erythema 
involves almost all of gingiva and ends abruptly at the mucogin- 
gival junction. Several erosions (arrows) and intact bulla (arrow- 
head) are evident. 
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numerous dilated blood vessels, and scattered inflammatory cells 
are present (hematoxylin-eosin, original magnification x 35). 
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Fig 3.—Gingival biopsy specimen subjected to direct immuno- 
fluorescent C3. Linear deposit of fluorescent material along 
basement membrane is shown (original magnification x 410). 


(IF) reactions for IgG, IgM, IgA, and C3. Indirect IF microscopy 
failed to detect circulating antibodies, and direct IF microscopy 
was negative for IgA and IgM. However, direct IF microscopy 
showed smooth linear depositions of both IgG and C3 at the 
basement membrane zone (Fig 3). The biopsy specimen obtained 
from normal-appearing skin showed no abnormalities by light or 
immunofluorescence microscopy. The clinical, histologic, and IF 
findings supported a diagnosis of cicatricial pemphigoid. 

One-week trials of topically applied 0.01% fluocinolone acetonide 
solution and 0.1% triamcinolone acetonide in an adhesive dental 
paste provided little benefit. Local irritation was kept to a 
minimum by regular dental prophylaxes and the excellent oral 
hygiene of the patient. The patient continued with the prednisone 
regimen. To date, lesions of the skin or other mucous membranes 
have not developed, nor has there been a renal or neurologic 
involvement associated with his connective-tissue disease. A 
recent CBC count showed a hemoglobin value of 16.2 g/mL and 
8,400 WBCs/cm mm, with 44% band cells, 46% segmented neutro- 
phils, and 10% lymphocytes. Urinalysis test results, 12-factor 
automated chemical analysis, and complement level were normal. 
Antinuclear antibodies were positive at a titer of 1:320 with a 
speckled pattern. A nuclear autoantibody profile consisting of Sjö- 
gren’s syndrome precipitin systems A and B, ribonucleoprotein, 
extractable nuclear antigen, and Sm antigen was negative. Anti- 
DNA binding assay was 10.1% (normal, < 10%). A test for 
rheumatoid factor was negative. 
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COMMENT 


The gingival condition in this patient has some of the 
features of several bullous diseases that may affect the 
oral mucosa. The subepithelial location of the clefts and IF 
depositions ruled out pemphigus."' The present case was 
unlike the oral lesions of lichen planus and systemic LE*'° 
because of the involvement of almost the entire gingival 
mucosa, the scarcity of lymphocytes, the absence of lique- 
faction degeneration of the basal cells, and the thin and 
linear (rather than thick and granular) IF deposition along 
the basement membrane zone. Regarding bullous or cica- 
tricial pemphigoid, previous reports*' have noted that 
gingival lesions are rare in bullous pemphigoid, while, in 
cicatricial pemphigoid, they are commonly the only oral 
lesions. These reports also contrasted the frequent scarcity 
of inflammatory cells in general and the complete absence 
of eosinophils in particular, and the absence or extremely 
low titers of circulating anti-basement membrane anti- 
bodies in cicatricial pemphigoid with the generally oppo- 
site findings in bullous pemphigoid. Thus, despite the lack 
of scarring of the gingivae or of involvement of other 
mucous membranes, we deemed the best diagnosis in the 
present case to be cicatricial pemphigoid. This decision is 
supported by the report of Rogers et al," in which five of 
their six cases that had initially presented as desquamative 
gingivitis eventually had unequivocal criteria for the diag- 
noses of cicatricial pemphigoid. In addition, Forman and 
Nally” suggested that mechanically induced gingival bul- 
lae in four patients represented a variant of cicatricial 
pemphigoid. Lastly, concerning treatment, it also is of 
interest that the oral lesions of bullous and cicatricial 
pemphigoid and of LE reportedly all have varied in their 
responses to topical steroids and steroids taken for sys- 
temic effect.” +191 


Kathleen Wanda prepared the biopsy specimens for immunofluorescence 
microscopy. Illustrations were provided by the Medical Media Production 
Service of the Denver Veterans Administration Medical Center. 
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Nevus Oligemicus 


A Variant of Nevus Anemicus 


Michael G. Davies, BSc, MB, ChB, MRCP; Malcolm W. Greaves, MD, PhD, FRCP; Angela Coutts, PhD; Ann Kobza Black, MB, MRCP 


€ A man had a long history of a persistent, fixed area of livid 
erythema on the trunk. The distribution of hair, sweat, and 
sensation were normal as were the histologic findings in the 
affected skin. The involved area had a decreased total skin blood 
flow and a lower surface temperature compared with surround- 
ing uninvolved skin, but showed normal responses to vasocon- 
strictor and vasodilator stimuli. Incomplete sympathetic block- 
ade partially abolished the erythema. We suggest that the 
appearance of the nevus is caused by increased vasoconstrictor 
tone in the thermoregulatory vessels of the involved skin, leading 
to relative stasis in the superficial “nutritional” vasculature. This 
would seem to be a new example of a “pharmacological nevus” 
showing similarities to and differences from nevus anemicus. 

(Arch Dermatol 117:111-113, 1981) 


Ithough nevus anemicus was originally described by 
Vorner’ in 1906, attempts to establish the nature of 
the lesion have been recent.? On the basis of detailed 
pharmacologic, histologic, and exchange transplantation 
studies, it has been suggested that the blood vessels in 
nevus anemicus have an intrinsic increased sensitivity to 
catecholamines. Greaves et al? proposed the term “pharma- 
cological nevus” to describe this functional rather than 
anatomical nevus and, together with Daniel et al,; pre- 
dicted that further examples of pharmacologically respon- 
sive nevi would be described. 
We now report a new example of a pharmacologic nevus 
that shows points of similarity to, as well as differences 
from, nevus anemicus. 


REPORT OF A CASE 


A 46-year-old man had a history of a large area of persistent, 
„fixed, livid erythema on his right flank that had been present for 
14 years. He had never been aware of any abnormality in 
sensation or sweating at the site of the lesion. His general health 
was good, and there was no relevant past or family history. 
Examination revealed an irregular area (approximately 15 x 20 
em) of livid, slightly cyanotic, macular erythema over the right 
flank and adjoining part of the back (Fig 1). The distribution was 
fixed, and the lesion blanched with light pressure. There was no 
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detectable difference in melanin pigmentation compared with the 
surrounding skin, and the distribution and morphologic appear- 
ance of the hairs were normal. No neurologic abnormalities were 
present, and results of the rest of the general examination were 
normal. 


METHODS 
Histologic Characteristics and Enzyme Histochemistry 


A biopsy specimen from the center of the lesion was routinely 
processed and stained with hematoxylin-eosin. Enzyme histo- 
chemistry was performed on two later biopsy specimens that had 
been snap frozen in liquid nitrogen. The biopsy specimens were 
taken from the nevus and from symmetrical normal skin. Tests for 
reactions to the following enzymes were carried out: alkaline 
phosphatase, adenosine triphosphatase, and acetylcholinesterase. 


Capillary Microscopy 


The lesional and surrounding skin was stripped ten times with 
adhesive tape and examined by capillary microscopy. 


Blood Flow Studies 


The total skin vascular bed is large and is divided into at least 
two functionally distinct compartments.* The superficial compo- 
nent is limited to the upper 1.5 mm of the dermis (called the 
"nutrient" skin blood flow). The deeper component, which contains 
numerous arteriovenous anastomoses, serves a thermoregulatory 
function (termed the "thermal" skin blood flow). Skin blood flow 
was assessed by photoelectric plethysmography, using the tech- 
nique described by Challoner and Ramsay? (this measures total 
skin blood flow) and skin surface thermometry, performed as an 
indirect measure of deep thermal skin blood flow. The tempera- 
ture recordings were taken from two areas of the nevus (back and 
flank) and from adjoining uninvolved skin (control) over a period 
of up to 23 minutes with and without local surface cooling by 
fanning. 


Thermal Stimuli 


The patient's body temperature (recorded sublingually) was 
lowered by placing him in an ambient temperature of 4 °C. The 
patient (including the area of the nevus) was also immersed in a 
hot bath at 45 ?C. 


Sweating 


Sweating was investigated by the starch-iodine paper method. 
Thermally induced sweating was evoked by either partial immer- 
sion in a hot bath or by exercise. 
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Fig 1.—Livid, slightly cyanotic and irregular area of erythema on 
right flank. 


Pharmacologic Studies 


Scopolamine Hydrobromide.—Scopolamine, a potent anticholiner- 
gic agent, was applied topically in a concentration of 9% in 0.154M 
phosphate-buffered saline. 

Norepinephrine Bitartrate.—Intradermal injections of 0.05 mL of 
0.00005 to 0.5 ug of norepinephrine bitartrate in 0.154M phosphate- 
buffered saline were done in both the nevus and surrounding 
normal skin. The phosphate-buffered diluent (0.05 mL) was simi- 
larly injected in involved and normal skin. 

0.05% Clobetasol Propionate.—This potent corticosteroid oint- 
ment was applied for ten hours under occlusion to small areas of 
involved and normal skin. 

Histamine Phosphate.—Intradermal injections of 1.0 ug of hista- 
mine phosphate in 0.1 mL of phosphate-buffered saline were done 
in involved and normal skin. 

Thurfyl Nicotinate (Trafuril).—This was applied to a small area of 
involved and normal skin. 


Vasoactivity in Skin Exudate 


Exudate was obtained from the nevus and from normal skin by 
a suction bulla technique.* The exudate was examined for vasocon- 
strictor or vasodilator activity by perfusing the central ear artery 
of an anesthetized rabbit’ (limit of detection, 7.5 nmole/mL of 
norepinephrine bitartrate). With this technique, vasoactive agents 
can be detected by a change in perfusion pressure. 


Sympathetic Blockade 


A blockade of the sympathetic fibers supplying the nevus was 
achieved by the use of a local anesthetic to infiltrate the lateral 
cutaneous branches of adjoining intercostal nerves underlying the 
nevus. The nevus was bisected by a line of local anesthetic 
infiltration. 

An attempt was made to induce generalized sympathetic block- 
ade using the adrenergic blocking drug guanethidine sulfate. This 
drug was given intramuscularly in dosages of 10 mg twice, the 
second time 50 minutes after the first injection. 


RESULTS 
Histologic Characteristics and Enzyme Histochemistry 


The distribution and the morphologic appearance of the 
eutaneous blood vessels in the nevus were normal. The 
results of enzyme histochemistry studies were similar in 
both involved and normal skin and showed no abnormali- 
ties. 
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Capillary Microscopy i ^ 

The capillary pattern and density were identical in both 

involved and normal skin. However, in the involved skin, 

the capillaries appeared dilated compared with the sur- 
rounding normal skin. 


Blood Flow Studies 


The photoelectric plethysmography results showed that 
in two separate determinations one week apart, the flow 
rate of the involved skin was 40 mV on both occasions, 
while the flow rate of the uninvolved skin was 100 mV on 
the first determination and 80 mV on the second. Skin 
surface thermometry results of both areas showed that the 
surface temperature of the involved skin was up to 2 °C 
lower than that of the surrounding control skin, although 
during one 14-minute period the temperature of involved 
and uninvolved flank skin was approximately equal (Fig 
2). 


Thermal Stimuli 


Reducing the patient's body temperature from 37.4 °C to 
36.4 °C produced no visible change in the appearance of the 
nevus. Immersion in a hot bath, however, abolished the 
visible difference between the nevus and the surrounding 
normal skin, since the latter also became livid. 


Sweating 


Sweating was identical quantitatively and in the distri- 
bution of sweat glands in the involved and uninvolved skin. 
Thus, the vascular changes in the nevus were not accom- 
panied by gross changes in eccrine sweating. 


Pharmacologic Studies 


Scopolamine.—Scopolamine had no visible vasoconstrictor 
effect on the nevus. 

Norepinephrine.—Intradermal injections gave similar 
dose-related vasoconstriction in both the nevus and the 
surrounding normal skin. Intradermal injections of phos- 
phate-buffered saline gave an identical “bleb-like” appear- 
ance in both involved and uninvolved skin. 

0.05% Clobetasol.— When this ointment was applied topi- 
cally, blanching of equal intensity was produced in involved 
and in normal skin. 

Histamine.—Injections produced a similar-sized wheal 


33 Back Flank 33 


Temperature, °C 
= 
9, ‘anjesadwiay 


30 


Fannin 





29 
S ~ ST I5 OB Pe 15 So 25 
Time, min * Time, min ^ 
Fig 2.—Skin surface temperatures of involved and normal skin 
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"and axor flare response in both involved and normal skin. 
The axon flare in the nevus, however, was more erythema- 
tous and cyanotic compared with that obtained in the 
normal skin. 

Thurfyl.— Applications led to erythema and edema in both 
the involved and normal skin areas. In the nevus, the 
erythema developed one minute earlier and was more 
intense. 


Vasoactivity in Skin Exudate 


No vasoactive substances could be detected in exudate 
samples from involved or normal skin. 


Sympathetic Blockade 


The blockade induced by the infiltration of local anes- 
thetic was incomplete but did result in distal anhidrosis 
even after exercise, and in pale areas in the nevus that 
resembled the surrounding uninvolved skin and that coin- 
cided with reduced pain and touch sensation. 

Generalized sympathetic blockade using guanethidine 
was unsuccessful, there being no effect on the patient’s 
standing or lying blood pressure level and no visible change 
in the appearance of the nevus. 


COMMENT 


The clinical appearance of the lesion was not that of a 
superficial angioma, and there was no evidence of a deeper 
component. Furthermore, there was no evidence of a 
hemangioma on histologic examination. The duration of 
the history, the fixed and nonmigratory nature of the 
lesion, the absence of any epidermal disturbance, and the 
slightly cyanotic tinge to the erythema (suggesting a 
sluggish blood flow and an increased concentration of 
reduced hemoglobin) all militate against the possible diag- 
nosis of an inflammatory erythema. 

Our patient’s lesion appears to be composed of structur- 
ally normal skin and shows normal responses to vasodilator 
and vasoconstrictor stimuli. The involved skin shows 
decreased total skin blood flow on photoelectric plethysmo- 


graphy and a lower surface temperature compared with 
the surrounding skin, indicative of reduced thermal skin 
blood flow. Together with the observed vasodilation on 
capillary microscopy, these findings indicate stasis in the 
superficial “nutritional” vasculature associated with a 
generalized skin vasoconstriction. Although generalized 
sympathetic blockade using guanethidine was unsuccess- 
ful, the finding that incomplete autonomic sympathetic 
neural blockade abolished parts of the nevus suggests that 
increased adrenergic activity plays a major role in the 
genesis of the nevus. This could be explained either by 
increased sympathetic vasoconstrictor tone in the auton- 
omic sympathetic nerves supplying the deeper thermoreg- 
ulatory vasculature in the affected skin or by increased 
sensitivity of these vessels to vasoconstrictor catechola- 
mines. 

It would, therefore, seem that nevus oligemicus and 
nevus anemicus exhibit both similarities and differences. 
An abnormality of sympathetic adrenergic activity under- 
lies both, leading, in each nevus, to reduced cutaneous blood 
flow. In nevus anemicus, total skin blood flow appears to be 
only minimally affected in the involved skin, whereas, in 
nevus oligemicus, there is an overall reduction in skin blood 
flow leading to stasis in the superficial nutritional compo- 
nent of the skin circulation. In nevus anemicus, reduction 
in the nutritional blood flow is considerable, leading to 
blanching of the skin. After sympathetic blockade of the 
affected skin, it was possible to show that the affected 
vessels were hypersensitive to norepinephrine in nevus 
anemicus’ and this conclusion was subsequently supported 
by exchange transplants of autografts.’ It has not been 
possible to carry out the latter procedure in this patient. 
Thus, for the time being, the precise pathophysiologic basis 
of nevus oligemicus remains unclear. 


Nonproprietary Name and Trademark of Drug 


Norepinephrine bitartrate.—Levophed bitartrate. 
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Disseminated Cutaneous Herpes Simplex. 


Infection in Cutaneous T-Cell Lymphoma 


Kent S. Taulbee, MD, Sylvia C. Johnson, MD 


è We report two cases of Kaposi's varicelliform eruption that 
occurred in patients with cutaneous T-cell lymphoma. The 
purpose of this report is to emphasize that cutaneous T-cell 
lymphoma is among the chronic skin disorders that may predis- 
pose to cutaneous dissemination of viral infections. 

(Arch Dermatol 117:114-115, 1981) 


Ku varicelliform eruption (K VE) is known to occur 
in several chronic skin diseases, including atopic 
dermatitis, pemphigus foliaceus, seborrheie dermatitis, 
Darier's disease, and congenital ichthyosiform eryth- 
roderma.' More recently, it has been described in mycosis 
fungoides and Sézary syndrome.*? We report a third case 
of KVE that occurred in a patient with cutaneous T-cell 
lymphoma and briefly report a fourth case that was 
discovered on review of our records. 


REPORT OF CASES 


CasE 1.—A 68-year-old man had been healthy until one year 
before admission, when redness and scaling of the face occurred. 
The eruption persisted and progressively involved the neck, trunk, 
and extremities. The patient also noticed a loss of scalp hair. His 
physician thought that hypersensitivity was caused by one of the 
patient's antihypertensive medications, which were methyldopa 
and hydrochlorothiazide-reserpine. Therapy with the drugs was 
discontinued, and triamcinolone acetonide (0.1% cream) and tri- 
amcinolone acetonide (40 mg intramuscularly) were administered. 
When the eruption did not improve, the patient was referred to 
our institution for examination and treatment. 

The patient had generalized redness and scaling of the skin, 
with infiltrated violaceous papules and plaques on the extensor 
surfaces of both forearms. There was partial alopecia of the scalp, 
eyebrows, and eyelashes. Bilateral axillary lymphadenopathy was 
present. 

Four-millimeter punch biopsy specimens of infiltrated lesions 
showed a dense, band-like infiltrate that was composed of histio- 
cytes, lymphocytes, and plasma cells in the upper dermis. The 
lymphocytes contained bizarre, hyperchromatic, pleomorphic 
nuclei. The atypical lymphocytes were found singly and in typical 
Pautrier's abscesses within the epidermis. The pathologic diagno- 
sis was mycosis fungoides. 

Bilateral lower extremity and abdominal lymphangiograms 
were interpreted as normal. Findings from the peripheral blood 
cell count were within normal limits, except for a WBC count of 
10,900/cu mm; on differential cell count, there were 58% lympho- 
cytes, most of which were atypical. Electron microscopic examina- 
tion of a peripheral WBC buffy coat preparation showed that 67% 
of the peripheral lymphocytes had the morphologic characteristics 
of Sézary cells. An axillary lymph node biopsy specimen showed an 
infiltrate of Sézary cells. 

A diagnosis of Sézary syndrome was made, and the patient was 
hospitalized for treatment with intravenous (IV) methotrexate, 
followed by leucovorin calcium (citrovorum factor), as proposed by 
McDonald and Bertino.‘ The dosage schedule consisted of five 
courses of methotrexate and leucovorin given at five-day inter- 
vals. Methotrexate was given in a 24-hour infusion, followed in 
eight hours by 25 mg of leucovorin calcium orally. This dose of 
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leucovorin was repeated every six hours for a total of four doses. 
The methotrexate initally was given in a dosage of 1 mg/kg and 
increased incrementally to 5 mg/kg. Maintenance oral therapy 
with 50 mg of methotrexate weekly was started on an outpatient 
basis. Poor patient compliance resulted in intermittent therapy. 
The patient received his last 50-mg dose of methotrexate six 
weeks before his final admission. Topical 0.1% triamcinolone 
acetonide cream and ointment and emollients were required to 
maintain comfort and relieve pruritus. 

In October 1979, three weeks after a cold sore had developed on 
his lip, the patient was admitted to the William S. Middleton 
Memorial Veterans Hospital, Madison, Wis, with generalized 
denudation of the skin. 

Physical examination disclosed the following vital signs: tem- 
perature, 37.7 °C; pulse rate, 120 beats per minute; blood pressure, 
150/70 mm Hg; and respirations, 36/min. The patient was diso- 
riented and appeared acutely ill. Ninety percent of his skin was 
covered with confluent, tiny, moist, shallow erosions, vesicles, and 
pustules, with large areas of adherent moist purulent crusts. There 
was nonscarring alopecia of the scalp, eyebrows, and eyelashes. 
The oral mucosa was normal. Cervical and inguinal lymphadenop- 
athy was present. Rales and rhonchi were heard in both posterior 
bases of the lungs. The patient responded to palpation of the skin 
with wincing and avoidance movements. 

Laboratory investigations disclosed the following values: he- 
matocrit, 43%; WBCs, 4,000/cu mm, with 15% neutrophils, 39% 
bands cells, and 46% lymphocytes. The platelet count was 235,000/ 
cu mm. Serum electrolyte values were normal except for a sodium 
level of 126 mEq/L (normal, 135 to 143 mEq/L) and potassium 
level of 6.8 mEq/L (normal, 3.5 to 5.0 mEq/L). The BUN level was 
67 mg/dL (normal, 10 to 26 mg/dL), serum creatinine level was 2.2 
mg/dL (normal, 0.7 to 1.4 mg/dL), SGOT level was 111 ImU/mL 
(normal, 7 to 40 ImU/mL), and lactic dehydrogenase level was 
477 ImU/dL (normal, 100 to 225 ImU/dL). An arterial blood 
gas determination disclosed findings that were compatible 
with metabolic acidosis with respiratory compensation. The chest 
x-ray film was normal. Multiple skin and blood cultures grew 
Pseudomonas aeruginosa and Staphylococcus aureus, coagulase 
positive. 

Tzanck preparation of a vesicle base showed multinucleated 
giant cells. The direct fluorescent antibody test on vesicle fluid 
was positive for Herpesvirus hominis type 1, as were viral cultures 
of vesicles. The short-term complement fixation antibody titer to 
H hominis was 1:32. 

After being placed in strict isolation, the patient was treated 
with topical intermittent open compresses of povidone-iodine 
solution, alternating with sulfadiazine silver cream applications. 
Idoxuridine ointment was applied prophylactically to the eyes. 
Methicillin sodium and gentamicin sulfate were given intra- 
venously. Vidarabine (adenine arabinoside) was administered 
intravenously during a 12-hour period at a dosage of 15 mg/ 
kg/day until a rising serum creatinine level forced lowering of the 
dosage to 10 mg/kg/day. Intensive fluid and electrolyte therapy 
was started. Despite vigorous treatment, the patient died on the 
fourth day of hospitalization. 

At postmortem examination, the skin was almost completely - 
covered by minute erosions and vesicles. There was no gross or 
microscopic evidence of herpes simplex infection of the eyes, 
internal organs, or the CNS. Sézary cells were found in the portal 
areas of the liver and in the kidneys. Histopathologic examination 
of the skin showed intraepidermal vesicles that contained large 
multinucleated cells. There was a dense dermal infiltrate of 
lymphocytes, many of which were atypical, histiocytes, and plasma 
cells. The immediate cause of death was believed to be metabolic 
acidosis secondary to severe sepsis. 

Case 2.—During the care of patient 1, it was recalled that 
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another patient at the University of Wisconsin Hospitals had had 


'* mycosis fungoides that was complicated by KVE. In May 1961, a 


36-year-old woman was examined for an 11-year, nonspecific 
patchy skin eruption of her trunk and extremities. After several 
skin biopsies, a diagnosis of mycosis fungoides was made. Sys- 
temic evaluation, including lymphangiogram and lymph node 
biopsy specimens, showed no extracutaneous involvement. The 
patient received superficial radiation therapy to developing 
tumors as they arose during the next four years. She received 29 
mg of IV mechlorethamine hydrochloride in two divided doses 
during three days in May 1961 and again in April 1963. Chloram- 
bucil (Leukeran), 2 mg orally twice daily, was given for 14 days in 
July 1964, and at the time of admission, the patient had been 
receiving cortisone acetate, 50 mg three times daily, for one week. 
The patient had experienced episodes of disseminated herpes 
simplex infection in 1961, 1963, and 1965. In 1965, she died of KVE 
that was complicated by S aureus sepsis. 

The postmortem diagnosis was cutaneous disseminated herpes 
virus infection with septicemia caused by S awreus as the imme- 
diate eause of death. Mycosis fungoides was limited to the skin and 
lymph nodes without visceral involvement. 


COMMENT 


When Kaposi* described the eruption that later came to 
be known by his name, he used the term "varicelliform" 
because of its clinical resemblance to chickenpox. He was 
unaware that the origin was viral and thought that the 
eruption was probably caused by a fungus. (Earlier, Mar- 
tin had described three cases of a similar disease that he 
correctly attributed to smallpox vaccination.) The relation- 
ship between the eruption and infection with the herpes 
simplex virus was finally recognized and proved in 1941 by 
Esser and Seldenberg. Now, "eczema vaccinatum" and 
"eczema herpeticum” are the more exact terms used for 
these viral infections complicating atopic dermatitis. Since 
several other chronic skin disorders may predispose to 
disseminated infection with the herpes simplex and vac- 
cinia viruses, it seems more appropriate to refer to KVE as 
disseminated cutaneous herpes simplex (or vaccinia) infec- 
tion complicating eczema or Darier's disease, or cutaneous 
T-cell lymphoma. 

Both of the cases in the present report represent cu- 
taneous T-cell lymphoma complicated by disseminated 
cutaneous herpes simplex infection. After the recent rec- 
ommendations of the workshop on cutaneous T-cell lymph- 
omas, case 1 would be classified as T4N3B1M1 and stage 
IV-B, while case 2 would be classified as T3N3B0MO0 and 
stage IV-A.* 

In more advanced stages of cutaneous T-cell lymphoma, 
it has been shown that T-cell function is depressed both in 
vitro and in vivo."" Although T-cell activity was not 
evaluated in the present cases, the advanced stages of their 


disease favors a decrease in T-cell function. In neonatal 
thymectomized mice, it has been shown that the incidence 
of fatal herpes simplex infections is greater than in 
control mice." It is also known that depressed cell- 
mediated immunity in humans can lead to increased 
vulnerability to herpes simplex infections.” It is not sur- 
prising, then, that cutaneous T-cell lymphoma can be 
complicated by widespread herpes simplex infection. 

Both of the patients in the present report had received 
chemotherapy, given for systemic effects, as a part of the 
management of their cutaneous T-cell lymphomas. This 
treatment may have increased their susceptibility to the 
dissemination of cutaneous herpes simplex infection, but it 
is unlikely that it played a major role in causing it. The two 
patients with KVE and cutaneous T-cell lymphoma who 
were described previously did not receive any chemothera- 
py.” 

Bacterial septicemia contributed to the deaths of both of 
the patients in the present report. Fatal bacterial infec- 
tions commonly occur in KVE and in cutaneous T-cell 
lymphoma.'*'* In mycosis fungoides, bacterial infection is 
the leading cause of death, and S aureus is the single most 
common infectious agent that is implicated.'^ The combina- 
tion of KVE and cutaneous T-cell lymphoma made the 
patients in the present report extremely susceptible to 
secondary bacterial infection. In such patients, it is pru- 
dent to start early antibacterial therapy. 

Vidarabine is a purine nucleoside antiviral agent. If 
given early in the course of the disease, it may control the 
dissemination of herpes simplex infection and has also 
been demonstrated to accelerate the cutaneous healing of 
herpes zoster.'^'' Patient 1 came to our institution only 
after extensive cutaneous dissemination had occurred, and 
vidarabine therapy was ineffective. Perhaps earlier insti- 
tution of vidarabine treatment, given for systemic effects, 
might have prevented such extensive dissemination and 
the fatal outcome. 

The reported occurrence of four cases of KVE developing 
in patients with cutaneous T-cell lymphoma warrants 
inclusion of the latter disorder in the list of skin diseases 
that predispose to disseminated viral infections. 


Nonproprietary Names and Trademarks of Drugs 


Gentamicin sulfate—Garamycin, Genoptic. 
Idoxuridine—Dendrid, Herplex, Stoxil. 
Methyldopa—Aldomet. 

Sulfadiazine silver—CF-100, Silvadene. 
Vidarabine— Vira-A. 
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PATHOLOGY QUIZ CASE 1 


LT Kenneth J. Folsom, MC, USNR, 
Naval Regional Medical Center, San Diego 


A 59-year-old man had a several-year history of slightly 
inflamed, translucent, 3- to 5-mm papules that first devel- 
oped on the backs of his hands (Fig 1) and later appeared 
on his face and ears. These lesions tended to coalesce and 
were asymptomatic except for some transient pruritus. 


The patient’s family history and a review of symptoms 


were noncontributory. Photomicrographs of a skin biopsy 
specimen are shown in Fig 2 and 3. 


What is your diagnosis? 


PATHOLOGY QUIZ CASE 2 


LCDR Barbara G. Anderson, MC, USNR, 
Naval Regional Medical Center, San Diego 


A 24-year-old man had blue-gray tender lesions on his 
trunk and thighs that had gradually appeared during 1'2 
years. He was adopted and knew nothing of his family 
history. 

The lesions were 2 to 5 mm, slightly elevated, compressi- 
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ble, and tender on palpation. Most were found in groups 

over his shoulders, trunk, and thighs. Figure 1 shows a 

group of lesions on his right thigh. A section from a skin 

biopsy specimen of this area is seen in Fig 2 and 3. 
What is your diagnosis? 


Resident's Page 


PATHOLOGY QUIZ CASE 1 





Figure 1. 





Figure 2. 


PATHOLOGY QUIZ CASE 2 








Figure 1. 





Figure 3. 


. Arch Dermatol—Vol 117, Feb 1981 Resident’s Page 117 


Clinical and Pathologic Diagnosis 


PATHOLOGY QUIZ CASE 1 


Pathologic Diagnosis: Colloid milia. 

The biopsy specimen showed rounded, enlarged dermal 
papillae filled with an amorphous material that has been 
designated “colloid.” This material appeared fragmented 
or “fractured” because of shrinkage artifact. It was PAS 
positive and had staining properties similar to amyloid 
with Congo red, crystal violet, Hale’s colloidal iron, and 
thioflavine T.'* 

Colloid can be differentiated from amyloid via electron 
microscopy.’ Colloid has a branching fibrillar pattern, 
whereas amyloid is nonbranching. Both contain scattered 
fibroblasts, and there is uncertainty whether colloid or 
amyloid could represent degeneration of normal collagen 
or the production of abnormal collagen. 


Clinically, there are two types of colloid milia, a rare 
hereditary type occurring in childhood and the more com- 
mon type appearing on skin of adults long exposed to the 
sun.' Treatment has largely been unsatisfactory. However, 
a recent report has indicated success with superficial 
dermabrasion.’ 
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PATHOLOGY QUIZ CASE 2 


Pathologic Diagnosis: Multiple glomus tumors. 

Histologic examination showed a well-circumscribed 
nonencapsulated dermal and subcutaneous vascular tumor. 
The vascular spaces were large and lined by one to three 
layers of uniform cells with round to oval nuclei. The 
connective-tissue stroma appeared edematous and con- 
tained fibroblasts. 

Glomus tumors of the skin are uncommon. They have 
been classified as solitary and multiple. Solitary glomus 
tumors account for 90% of those reported.’ Solitary lesions 
are usually small and occur on distal extremities. They may 
be painful, either spontaneously or with changes in tem- 
perature, pressure, and trauma.’ 

Multiple tumors are most commonly seen in men, and 
they generally appear ten to 15 years earlier than the 
solitary lesions.’ They are generally less painful and may 


show a dominant pattern of inheritance. They may be 
grouped or disseminated. In the past, glomus cells were 
thought to be derived from pericytes.‘ It is now generally 
thought that they are of smooth-muscle origin.’ 

The treatment for this tumor is simple excision. 
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Moisture Conservation for the Skin 


Cacti make the desert bloom with 
beauty. . .by conserving water. 

Carmol 10 Urea Lotion 
and Carmol 20 Urea Cream use 
the same principle to help dry 
skin to bloom again. 

The urea in the Carmol 
formulas mobilizes the body's 
own moisture to foster moist, 
supple skin. It draws moisture 
to the stratum corneum and 
conserves it there. Yet, unlike 
occlusive moisturizers, Carmol 


is lipid free. There are no oils; no 
lanolin, no oily film, no oily 

feel. And Carmol also contains 
none of the common potentially 
irritating preservatives. 

Help your patients with 
hyperkeratosis /dry skin to 
conserve their natural skin 
moisture; recommend 
Carmol. Carmol 10 for 
dry skin anywhere 
on the body.* 


Carmol 20 for N 


moderate to severe hyperkeratosis, 
or on thick, rough locations 

where the extra penetration of 
20% urea is indicated.* 
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The International Voice of Medicine 

The WMA is medicine's international representative and advocate, pro- 
tecting and fostering the rights and interests of physicians and people 
of all nations. Through its declarations on human torture, pollution, 
medical ethics, and other critical issues, the WMA provides guidelines 
for national medical associations and governments world-wide. 
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Description: 

Carmol HC contains micronized 
acetate, USP, 10 mg./g., in a \ 
vanishing cream containing urea 
water, stearic acid, isopropyl my 
oleate, isopropyl palmitate, prop’ 
ethanolamine, cetyl alcohol, carbo 
bisulfite, sodium laureth sulfate, e 
xanthan gum; scented with hyp 
fume. Carmol HC is non-lipid, no 
hypoallergenic: it contains no m 
latum, lanolin or parabens. 


Actions: 

Topical steroids are primarily effec 
their anti-inflammatory, antipruriti 
strictive actions. 


Indications: 
For relief of the inflammatory rr 
corticosteroid-responsive dermatc 


Contraindications: 

Topical steroids are contraindica 
tients with a history of hypersensiti 
components of the preparation. 


Precautions: 
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In the presence of an infection, 
appropriate antifungal or antibacte 
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promptly, the corticosteroid should 
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Although topical steroids have not 
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been associated with exposure of g 
to topical corticosteroids, in some 
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Carmol HC Cream is not for ophth 


Adverse Reactions: 

The following local adverse reac 
reported with topical corticoste! 
under occlusive dressings: burnil 
tion, dryness, folliculitis, hypertric 
eruptions, hypopigmentation, pe 
allergic contact dermatitis, mace! 
secondary infection, skin atro 
miliaria. 


Dosage and Administration: 
Apply to affected areas 3 or 4 timt 


How Supplied: 

Carmol HC (hydrocortisone aceta 
supplied in 1 oz. tubes and 4 oz. j: 
excessive heat. 

Caution: 

Federal (U.S.A.) law prohibits disc 
prescription. 
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yperkeratosis frequently 
omplicates steroid-responsive 
ermatoses, such as atopic 
ermatitis. When it does, Carmol 
C Cream is often an effective 
erapeutic choice. On two 

unts. First, Carmol HC Cream 
rovides the anti-inflammatory 
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Bimodal. . . Anti-inflammatory/Keratolytic 


and antipruritic action of 1% 
hydrocortisone acetate in a 
lipid-free vanishing cream base 
without preservatives. Secondly, 
the 10% urea in the 
formulation hydrates, 

softens and smooths 
hyperkeratotic skin. 


And bimodal Carmol HC Cream 
is considered gentle enough for 
use on the face, or for pediatric 
patients.* Supplied in 1 oz. tubes, 
or 4 oz. jars. 
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THE CASE FOR SURGERY | THECASE FOR EFUDEX 


When solar keratotic lesions are easily 
accessible, isolated and limited in number, 
surgery may be an appropriate treatment 
method. 

Depending upon the surgical procedure 
employed, the healing period may be shorter 
than with topical chemotherapy. 

May be used when topical treatment is 
contraindicated. 

High success rate. 


(fluorouracil/Roche) 


Effective treatment for multiple solar 
keratotic lesions in widespread areas and 
difficult treatment sites. 

Selectively destroys lesions with minimal 
effect on normal adjacent skin.' 

Seeks out and uncovers clinically 
undetectable lesions in surrounding skin." 

Scarring is minimal or absent; softness, 
normal texture and color of skin are usually 
restored.’ 

Less expensive than surgery; therefore 
Efudex therapy is an economical as well as an 
acceptable alternative for patients with solar 
keratotic lesions. 


When making your decision, consider the advantages of Efudex: 


(fluorouracil/Roche) 


e Uncovers and eradicates subclinical lesions 


as well as those clinically evident 


è Leaves little or no scarring 
e Cosmetically gratifying 


e Effective and efficient for multiple lesions and 
difficult treatment sites unsuitable for surgery 
* Complete healing in one to two months after therapy 


* More economical than surgery 


REFERENCES: 1. Cullen SI: J Am Geriatr Soc 27:529-535, Dec 1979 
2. Data on file, Medical Department, Hoffmann-La Roche Inc., Nutley, New Jersey 07110 





Before prescribing, please consult complete product information, 

a summary of which follows: 

Indications: Multiple actinic or solar keratoses. In 5% strength, superficial 
basal cell carcinoma when conventioral methods are impractical, such as 
with multiple lesions or difficult treatment sites. Establish diagnosis before 
treating, as this method has not been proven effective in other types of basal 
cell carcinomas. Conventional technicues preferred for isolated, easily 
accessible lesions, as success rate is nearly 10096. Success rate with 
Efudex is about 9395 

Contraindications: Patients with known hypersensitivity to any of its 
components 

Warnings: |f occlusive dressing is used, may increase inflammatory 
reactions in adjacent normal skin. Avo:d prolonged exposure to ultraviolet 
rays. Safe use in pregnancy not established 


wice daily for 2 to 4 weeks 
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Precautions: |f applied with fingers, wash hands immediately Apply with 
care near eyes, nose and mouth. Solar keratoses failing to respond should 
be biopsied. Warn patients that treated area may be unsightly during 
therapy and sometimes for several weeks after. Perform follow-up biopsies in 
superficial basal cell carcinoma 

Adverse Reactions: Local—pain, pruritus, hyperpigmentation and burning 
at application site most frequent. also dermatitis. scarring, soreness, 
tenderness, suppuration. scaling and swelling. Also reported — insomnia, 
Stomatitis. irritability, medicinal taste, photosensitivity, lacrimation, 
telangiectasia, leukocytosis, thrombocytopenia. toxic granulation and 
eosinophilia 

Dosage and Administration: When Efudex is applied erythema occurs, 
then vesiculation, erosion, ulceration. necrosis, epithelization. Actinic or 
solar keratosis—apply sufficient quantity to cover lesions, twice daily. Usual 
length of therapy is 2 to 4 weeks. Superficial basal cell carcinomas—apply 
sufficient quantity (only 5% strength recommended) to cover lesions, 
twice daily Continue treatment for at least 3 to 6 weeks, but possibly as long 
as 10 to 12 

How Supplied: Solution, 10-mi drop dispensers containing 2% or 5% 
fluorouracil on a weight/weight basis. Cream, 25-Gm tubes containing 5% 
fluorouracil in a vanishing cream base 
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Vesiculation 


Moist lesions call for a drying vehicle. 
Lidex'Cream 0.05% providesit.Inthis formu- 
lation, the potent steroid fluocinonide 
is 100% dissolved in the greaseless, non- 
staining FAPG" base for optimal penetra- 
tion with the desired drying action. A sensi- 
ble choice for the moist, vesiculated lesions 
of contact dermatitis and other steroid- 
responsive dermatoses. 


Lidex 


(fluocinonide) 
Cream oosx 


Potency in 
a slightly drying 


base. 
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LIDEX’ (fluocinonide) 
Cream 0.05% 


Description LIDEX cream 0.05% contains the active 
compound fluocinonide. Fluocinonide, which is the 
21-acetate ester of fluocinolone acetonide, has the 
chemical formula óa, 9-difluoro-118, 16a, 17, 21- 
tetrahydroxypregna-1, 4-diene-3, 20-dione, cyclic 
16, 17-acetal with acetone, 21-acetate. 


LIDEX cream contains fluocinonide 0.5 mg/g. in 
FAPG' cream, a cream base of stearyl alcohol, poly- 
ethylene glycol 6000. propylene glycol, 1, 2, 6- 
hexanetriol and citric acid. This white cream vehicle 
is greaseless, non-staining, anhydrous and com- 
pletely water miscible. The base provides emollient 
and hydrophilic properties. In this formulation, 
the active ingredient is totally in solution. 


Indications Inflammatory manifestations of cortico- 
steroid-responsive dermatoses. 


Contraindications Topical steroids are contraindi- 
cated in patients with a history of hypersensitivity 
to any of the components of the preparation. 


Precautions If irritation develops, discontinue the 
cream and institute appropriate therapy. 


In the presence of an infection, institute use of an 
appropriate antifungal or antibacterial agent. If a 
favorable response does not occur promptly, dis- 
continue the corticosteroid cream until the infec- 
tion has been adequately controlled. 


If extensive areas are treated or if occlusive tech- 
nique is used, there will be increased systemic 
absorption of the corticosteroid and suitable pre- 
cautions should be taken, particularly in children 
and infants. 


The safety of topical steroids in pregnant women 
has not absolutely been established. In laboratory 
animals, increases in incidences of fetal abnor- 
malities have been associated with exposure of 
gestating females to topical corticosteroids, in some 
cases at rather low dosage levels. Therefore, drugs 
of this class should not be used extensively on 
pregnant patients, in large amounts or for pro- 
longed periods of time. 


These products are not for ophthalmic use. 


Adverse Reactions Local adverse reactions reported 
with topical corticosteroids: burning, itching, irri- 
tation, dryness, folliculitis, hypertrichosis, acnetorm 
eruptions, hypopigmentation, perioral dermatitis, 
allergic contact dermatitis, maceration of the skin, 
secondary infection, skin atrophy, striae, miliaria. 
Dosage and Administration A small amount should 
be gently massaged into the affected area three 
or four times daily. as needed. 


How Supplied LIDEX Cream 0.05%—15, 30, 60, and 
120g. tubes. 
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further your understanding of your role in regard to: your 
nursing home patients; their families; and the nursing home 
staff. Published by the American Medical Association, The 
Medical Director in the Long-Term Care Facility is the 


only book of its kind. 
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e Medical Direction in Long-Term Care Facilities 
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e Federal Regulations and Proposed Duties for the 
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/herever clean, supple skin is Indicated 


Cleanser/ 
conditioner 


Now you can recommend one cleanser/ 
conditioner for your patients who desire 
gentle, effective deep-cleaning of derma- 
tological trouble areas. 













Komex, the cleanser/conditioner proven 
superior to soap and water! effectively 
moisturizes dry, flaking dermatoses 

and deep-cleans oily skin of grease 
and sebum. 


Marked cosmetic benefits to skin texture 
and appearance may result from the 
very first Komex application, encourag- 
ing further compliance. 


Effective cleansing 
action for 

e Makeup removal 

e Facial blemish contro! 

e Dry skin/oily skin 

e Pre-medication application 
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Daytime self-confidence is more than a desir- 
able goal for your acne patients—it may be 
essential for continued compliance with pre- 
scribed therapy. 


KOMED HC provides an efficacious daytime 
alternative to harsher nighttime medications 
which may result in increased m 
inflammation. Morning appli- ^ 
cation of KOMED HC helps 
relieve the inflammation 
that frequently accompa- 
nies acne vulgaris. 
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HC formulation continues to 
work beneath the makeup 
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Furuncular Myiasis Caused by Wohlfahrtia vigil (Walker) 


First Case Reported in Nebraska 


Francis D. Smith, MD; Kenton L. Shaffer, MD; Philip A. Gasseling, MD; Harry W. McFadden, Jr, MD 


uruncular lesions in infants may, on rare occasions, be 

caused by penetration or scarification of the skin by 
larvae of the sarcophagid fly Wohlfahrtia vigil. The pres- 
ent case is considered worthy to record because of two 
unique features—the involvement of the youngest infant 
reported to date, and, to our knowledge, the report of the 
first ease in Nebraska. 


Report of a Case 


The patient was a male infant born on June 10, 1979, and 
discharged from the hospital in his home community of Kearney, 
Neb, three days after birth. He appeared normal in every respect, 
and his neonatal course in the hospital was unremarkable. On the 
night of his fourth day of age, the mother noted a lesion on his 
right side, which was thought to be an insect bite. The next day 
this lesion had increased in size and two more lesions were 
discovered on the buttocks. The patient was lethargic and refused 
to nurse. He was seen in the family physician's office and 
admitted to the local hospital on June 15. The admitting physi- 
cian’s diagnosis was probable staphylococcal pyoderma. 

Initial examination revealed that the infant's weight was 2,990 
g and that he had multiple furuncular skin lesions. The largest 
lesion was on the right flank at the upper abdominal level; it 
measured 3 x 4 cm and was erythematous and indurated. There 
was a central punctiform ulcer containing purulent material. 
When pressure was applied to this lesion to obtain material for a 
Gram’s stain and culture, two small larvae crawled out (Figure). 
The following additional lesions were also noted: four on the left 
buttock, one of which had a 1 x l-cm area of induration and 
showed a central punctiform ulcer, and a similar lesion on the left 
arm just above the antecubital area. The three nonulcerated 
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gluteal pustular lesions were incised, but no purulent material was 
found. The postcireumceision area was abnormally erythematous 
with some yellowish drainage. Results of the rest of the physical 
examination were otherwise normal. 

The Gram's stain preparation showed many Gram-positive cocci. 
The administration of oxacillin sodium by slow intravenous pushes 
every six hours was begun. In the early afternoon of the day of 
admission, one larva was found in the circumcision area. In the 
early morning of June 16, a larva emerged from the 1 x 1-em 
lesion of the left buttock. A total of four larvae were recovered. 

One of the larvae was placed on Sabouraud’s agar and sent to the 
University of Nebraska Medical Center, Omaha, where it was 
received fully grown. After fixation and clearing it was identified 
as a Nearctic species of Wohlfahrtia, apparently W vigil as the 
possibility of W opaca had not been ruled out. The specimen was 
ultimately reported to be W vigil. 





Larva photographed during patient's hospitalization. 
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Oxacillin medication was continued for five days. The patient 
was discharged 36 hours later completely recovered. Subsequent 
follow-up examination showed no residual effects or scarring. 


Comment 


In the event a physician encounters a similar clinical 
situation we suggest that as many living larvae as possible 
be recovered and that they initially be reared on unmodif- 
ied Sabouraud’s agar because of its general availability. 
Blood agar is also suitable. Aeration is necessary. Free 
fluid in the container should be avoided as larvae nearing 
pupation move downward and easily drown. If the larvae 
die they should be preserved in 70% alcohol (ethanol) or 4% 
formaldehyde solution. 

Cleanliness is no protection against parasitism by 
W vigil flies, which are larviparous and normally feed on 
wild flowers.‘ The larvae of W vigil are unable to penetrate 
adult skin.» Successful penetration of infant skin causes a 
furuncle within 24 hours.* 


m 


The cocci noted in the smear were identified in culture a$ 
Staphylococcus aureus. 


The larva specimen was found to be Wohlfahrtia vigil by Raymond J. 
Gagné, PhD, Systematic Entomology Laboratory, US Department of Agri- 
culture, Beltsville, Md. 
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Inflammatory Metastatic Carcinoma of the Breast 


Eduardo H. Tschen, MD, Prapand Apisarnthanarax, MD 


[flammatory metastatic carcinoma of the breast is an 
uncommon but well-known entity. Since it clinically can 
stimulate an inflammatory or infectious process, eg, ery- 
sipelas or cellulitis, it is frequently misdiagnosed.’ 
We report a rare case of carcinoma of the breast in which 
the initial-appearing sign for a short period was an inflam- 
matory site of metastatic carcinoma on the left forearm. 


Report of a Case 


A 62-year-old woman was first seen in January 1979 at the 
Dermatology Clinic of the University of Texas Medical Branch, 
Galveston, with a four-month history of edema and pruritus in an 
inflammatory plaque of the left forearm. A month after onset, she 
noticed a small nodule on the left breast that grew rapidly and 
eventually ulcerated. Physical examination showed a well-nour- 
ished patient with normal vital signs. A 2 x 2-em ulcer in the 
lateral upper quadrant of the left breast and a 2 x 2-mm papule 
just above the ulcer were noted. The ulcer overlay a solid hard 
mass that involved the entire left breast, the skin of which showed 
peau d'orange characteristics. No masses were palpable in the 
right breast. The left arm was grossly edematous and 1!'ó times 
larger than the right arm. There was an inflamed plaque with 
ill-defined borders that involved the distal two thirds of the left 
forearm. No adenopathy was present in the axillary, supraclavicu- 
lar, cervical, or epitrochlear regions. 

On microscopic examination, a punch biopsy specimen of the left 
forearm showed hyperkeratosis but an otherwise normal epider- 
mis. There was a mild perivascular lymphocytic infiltrate in the 
dermis. The upper and mid-dermal lymphatic vessels were filled 
with large cells with large hyperchromatic nuclei. Atypical mitoses 
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were seen (Figure). The cells were identical to the malignant cells 
that were seen in a separate biopsy specimen that was taken from 
the breast. A diagnosis of inflammatory-type metastatic carcino- 
ma of the breast to the forearm was made. 

À xeromammogram showed an oval density in the left upper 
quadrant of the left breast with thickened skin. A chest x-ray film 
disclosed no evidence of metastatic disease. Brain and liver-spleen 
scans showed no abnormalities. A bone scan showed an increased 
uptake in the lumbar spine, suggesting possible metastatie or 
degenerative disease. 

The WBC count was 4,900/cu mm. The following laboratory 
studies disclosed normal values: serum electrolytes, BUN, blood 
glucose, serum creatinine, SGOT, lactic dehydrogenase, SGPT, 
serum bilirubin, and routine urinalysis. The serum alkaline phos- 
phatase level was 123 ImU/mL (normal range, 20 to 90 ImU/ 
mL). 

The patient is currently under treatment, receiving total radia- 
tion therapy dosages of 5,000 rads to the left axilla and 7,000 rads 
to the left breast; this treatment will be followed by chemotherapy 
and hormonal therapy. 


Comment 


Cutaneous metastases from internal malignant neo- 
plasms are rare (0.776 to 4.476 of all metastases); in 
comparison with metastases to other organs of the body. 
Certain types of malignant tumor have a higher tendency: 
for cutaneous spread, especially breast carcinoma, which 
metastasizes to skin in 25% to more than 60% of cases.’ 
These metastases occur almost exclusively in women, 
usually in the chest wall after discovery of the primary 
tumor.’ Metastases often occur in or near areas of the chest 
that have been previously treated by surgery or radiother- 
apy, or both modalities.? 

Cutaneous metastasis from internal malignant neo- 
plasms is not random but follows definite patterns of 
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Skin biopsy specimen from left forearm. Perivascular lymphocytic 
infiltrate is present. Lymphatic vessels are plugged with large 
hyperchromatic cells (hematoxylin-eosin, x 100). 
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spread.' Inflammatory metastatic carcinoma accounts for 
4% of all metastases." 

Systemic malignancy metastatic to the upper extremi- 
ties is uncommon and usually appears late. The most 
frequent sites of origin are malignant melanoma and, less 
often, carcinoma of the breast, lung, kidney, or intes- 
tine.’ 

Rasch’ was the first to use the term "carcinoma erysipe- 
latoides” in the dermatologic literature, and it is most 
frequently associated with breast carcinoma.’* Rarely, 
metastatic carcinomas from the pancreas,’ rectum, pelvic 
organs, stomach, and lung* may produce a similar clinical 
picture, occasionally as the initial sign of the disease. 

Lymphedema from metastatic carcinoma reflects the 
presence of tumor cells lodged in dilated dermal lymphatic 
channels, but clinicians frequently misdiagnose it as cellu- 
litis or erysipelas, largely because of its inflammatory 
appearance. However, fever and leukocytosis are lacking. 
A biopsy specimen is mandatory for diagnosis, although in 
patients in whom skin lesions are the initial disease 
findings, the site of metastatic cell origin cannot always be 
ascertained from skin sections. 
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Leslie F. Safer, MD; Pearon G. Lang, Jr, MD; John W. Demetree, MD; Henry E. Jones, MD 


Tinea faciei is an uncommon dermatophyte infection that 
involves the face. It is a protean entity that is capable of 
mimicking several other dermatoses, eg, chronic discoid 
lupus erythematosus (LE), systemic LE, polymorphous 
light eruption, and contact dermatitis.’ 
There are 11 cases of tinea faciei simulating chronic 
discoid LE reported in the literature. Most of these have 
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been caused by Trichophyton rubrum.™* In each case the 
lesions resolved after appropriate antifungal therapy. 

A patient with tinea corporis who also had tinea’ faciei 
coexistent with active chronic discoid LE of the face. 


Report of a Case 


A 21-year-old woman complained of a pruritic, scaling rash on 
her thighs that gradually progressed during a two-year period to 
involve the gluteal, inguinal, axillary, and inframammary regions. 
Approximately nine months before seeking medical attention, she 
noted involvement of her malar regions. There were no other 
associated dermatologic complaints, and her medical history was 
noncontributory. 
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Fig 1.—Hyperkeratotic, depressed lesions that yielded cultures of 
Trichophyton tonsurans are present over both malar areas. 


Pertinent physical findings were referable to the skin. The 
patient had atrophic, hyperpigmented patches with an infiltrated 
border on the malar regions bilaterally (Fig 1). In addition, these 
lesions showed follicular dilation with plugging. Also, there were 
slightly hyperpigmented, scaly plaques in the axillary, inframam- 
mary, inguinal, and gluteal areas bilaterally. The rest of the 
results of the physical examination were normal. Microscopic 
examination of scales that were taken from all affected anatomic 
sites and treated with potassium hydroxide (KOH) contained 
fungal hyphae. 

A diagnosis of tinea corporis and tinea faciei mimicking discoid 
LE was made. Subsequently, the patient was treated with micron- 
ized griseofulvin, 250 mg orally four times daily. Within four 
weeks all the lesions resolved except those in the malar areas, 
which were unchanged. Microscopic examination of scales that 
were taken from the malar regions and treated with KOH no 
longer contained fungal hyphae. 

The following laboratory disclosed normal values: complete 
blood cell count, BUN, serum creatinine, SGOT, serum uric acid, 
total serum bilirubin, serum albumin, total serum protein, serum 
alkaline phosphatase, blood glucose (fasting), serum cholesterol, 
and urinalysis. The rapid plasma reagin test, LE cell preparation, 
serum C3 and C4 levels, and serum anti-DNA antibody titers were 
negative; however, the ESR (Westergren) was elevated at 31 
mm/hr, and the antinuclear antibody titer was 1:80 (speckled 
pattern). 

Initial fungal cultures from the left malar and truncal areas 
grew T tonsurans. After the four-week course of griseofulvin, 
repeated cultures were negative. 

Because of the persistence of the facial lesions, a biopsy 
specimen was obtained (Fig 2). This specimen showed an atrophic 
epidermis with hyperkeratosis, follicular plugging, and focal 
vacuolar degeneration of the basal cell layer. The papillary dermis 
contained a round-cell infiltrate. A PAS stain of the biopsy 
specimen did not disclose fungal elements. Findings from direct 
immunofluorescence microscopy of lesional skin were negative. 

After this reevaluation, griseofulvin therapy was stopped, and 
therapy with 0.1% halcinonide ointment three times daily and 200 
mg of hydroxychloroquine (Plaquenil) sulfate orally twice daily 
was started. The patient did not return for follow-up studies, and 
despite numerous attempts, we were unable to contact her. 


Comment 


Tinea faciei caused by T tonsurans and mimicking 
chronic discoid LE is uncommon, but three documented 
cases have been reported in the literature.'? In all of these 
patients, the chronic discoid LE-like lesions resolved after 
antifungal therapy. 

The present case differed from these previously reported 
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Fig 2.—Punch biopsy specimen from depressed lesion of face 
depicting hyperkeratotic atrophic epidermis with vacuolar degen- 
eration of basal cell layer and papillary dermal round-cell infiltrate 
(hematoxylin-eosin, original magnification X 100). 


cases in that this patient's lesions persisted after therapy 
with griseofulvin, despite disappearance of fungal ele- 
ments from the lesions. Moreover, further evaluation 
showed the typical histopathologic changes of cutaneous 
LE without demonstrable fungal elements, a mildly ele- 
vated Westergren ESR, and an antinuclear antibody titer 
of 1:80 (speckled pattern). These findings suggested a 
diagnosis of LE. 

There has been a report of a case of established systemic 
LE in which a tinea infection developed that involved the 
eyebrows and scalp margins.’ However, the lesions did not 
mimic those of chronic discoid LE. 

A retrospective analysis of the present case includes two 
plausible explanations for our observations. This patient 
probably had tinea faciei coexisting with lesions of discoid 
LE. The persistence of the chronic discoid LE-like lesions, 
the disappearance of fungi on KOH examination of the 
facial lesions after griseofulvin therapy, and the resolution 
of the tinea corporis after a month of griseofulvin therapy 
would support this conclusion. 

However, an alternate consideration is that this patient 
may have had what has been referred to as a “lupus 
diathesis," namely, a latent tendency or predisposition to 
LE that became unmasked by the inflammatory changes 
induced by tinea faciei.’ 

We report this case to emphasize the importance of 
closely following up patients with KOH-positive chronic 
discoid lupus-like lesions until complete resolution has 
occurred. 


Nonproprietary Name and Trademark of Drug 
Halcinonide—Halog. 
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Necrobiotic Granulomas of the Skin Associated 


With Hodgkin’s Disease 


Frank A. Peltier, MD; Terry V. Pursley, MD; Prapand Apisarnthanarax, MD; Sharon S. Raimer, MD 


Hodgkin's disease (HD) may exhibit cutaneous manifes- 

tations in about 25% of the cases. Nonspecific involve- 
ment including pruritus and prurigo, eczematous erup- 
tions, exfoliative dermatitis, pigmentation, alopecia, and 
ichthyosis is most commonly seen. Specific papular, nodu- 
lar, and ulcerative skin lesions are also seen, but much less 
frequently. 

A patient had an unusual eczematoid dermatitis that 
showed the histologic features of palisading necrobiotic 
granuloma associated with HD. To our knowledge, this is 
the first case of this manifestation reported in the litera- 
ture. 


Report of a Case 


A 68-year-old man was referred to us in June 1979 with 
increasing malaise, anorexia, arthralgias, and a pruritic dermatitis 
that had spread from the legs to the upper parts of the trunk and 
arms during the previous eight months. He had a medical history 
of psoriasis of the feet, toenails, and fingernails, chronic obstruc- 
tive pulmonary disease, and hypertension. His medications 
included prednisone and a thiazide diuretic. 

Initial physical examination showed large, erythematous, scaly 
eczematoid patches covering most of the upper parts of the trunk 
and arms. Scattered areas over the back had an orange-peel 
appearance with small islands of normal skin interspersed. Several 
thin, scaly, nummular plaques were noticed on both forearms, but 
none showed central clearing, atrophy, or anesthesia. A yellowish 
color was noted within some of the plaques on the forearms. All 
nails had regular pitting and showed subungual hyperkeratosis. 
Bilateral Dupuytren’s contractures were observed. The remainder 
of the physical examination results was normal; there were no 
clinical signs of rheumatoid arthritis. 

Normal or negative laboratory data included the following: 
hemoglobin and hematocrit levels, antinuclear antibody test 
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results, the creatine phosphokinase level, and the fasting serum 
glucose level. Abnormal values included a WBC count of 15,300/cu 
mm, with 21% eosinophils, and an ESR of 37 mm/hr (normal, — 10 
mm /hr). 

Multiple skin biopsy specimens from both the patches of eczem- 
atoid dermatitis on the trunk and the plaques on the forearms 
showed pronounced necrobiosis with a palisading granulomatous 
infiltrate of lymphocytes, histiocytes, and giant cells (Fig 1, left 
and right). No true vasculitis was noted, but a few scattered, 
epithelioid granulomas were found (Fig 2). The results of special 
stains with Sudan IV were moderately positive for lipid in the 
necrobiotic areas. Alcian blue, Fite, and PAS stains were all 
negative. Atypical mononuclear cells or Reed-Sternberg cells were 
not seen. Skin cultures for Mycobacterium tuberculosis and deep 
fungi were negative. 

Clinical Course.—The eruption progressed to an exfoliative der- 
matitis with several diffusely infiltrated areas over the back and 
arms. Treatment with topical haleinonide under occlusion cleared 
the exfoliative dermatitis, but the infiltrated plaques remained on 





Fig 2.—Close-up showing epithelioid granuloma (hematoxylin- 
eosin, original magnification x 250). 


Fig 1.—Left, Palisading necrobiotic granuloma (hematoxylin-eosin [HE], original magnification 
x 80). Right, Palisading necrobiotic granuloma higher-power view (HE, original magnification 


x 250). 
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the arms and upper back. In November 1979, moderate, nontender, 
generalized lymphadenopathy was observed. A supraclavicular 
lymph node was biopsied and the specimen showed nodular 
sclerosing HD. The results of a chest roentgenogram were incon- 
clusive except for diffuse fibroemphysematous changes. Bone 
marrow examination results were normal. The patient started 
receiving chemotherapy for stage III disease with mechloretha- 
mine hydrochloride, vincristine sulfate, prednisone, and procarba- 
zine hydrochloride plus bleomycin sulfate. The topical steroid was 
continued for the patient’s dermatitis. The skin lesions resolved 
completely after two months, and the lymphadenopathy did not 
progress. His anorexia and malaise have continued. 


Comment 


The histologic findings of necrobiosis and palisading 
granulomas in multiple skin specimen biopsies from our 
patient with HD were surprising, especially since his 
cutaneous eruption did not resemble typical granuloma 
annulare or necrobiosis lipoidica (NL), which were the main 
differential diagnoses for the histologic pattern noted. 

Our review of HD reports in the literature failed to show 
any cases similar to our patient. Epithelioid granulomas 
have been noted to occur in internal organs of patients 
with HD. Rare cases with epithelioid granulomas in the 
skin lesions of patients with HD have been reported,’ but 
not in association with necrobiosis. A case of a man with 
HD and seminoma who had widespread lesions diagnosed 
as granuloma annulare was reported in 1977; however, no 
description of the skin lesions was given. 


SS: 


. - 


The absence of mucin and the presence of lipid and 
numerous giant cells in a palisading granuloma make the 
histologic picture more suggestive of NL than of granulo- 
ma annulare in our case. The yellowish plaques on the 
forearms of our patient may also suggest NL, but the 
appearance of the eczematoid dermatitis that evolved into 
an exfoliative dermatitis is uncharacteristic of NL. 

This case may represent another type of nonspecific, 
cutaneous manifestation of HD with histologic changes in 
the skin showing necrobiotic granulomas. However, the 
possibility still exists that this could represent a coinciden- 
tal association of a bizarre case of NL and HD. 


Nonproprietary Names and Trademarks of Drugs 


Bleomycin sulfate— Blenorane. 
Halcinonide—Halog. 
Vincristine sulfate—Oncovin. 
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Lichen Planus With Plasma Cell Infiltrate 


MAJ George P. Lupton, MC, USA, COL Detlef K. Goette, MC, USA 


Tre dermal infiltrate of lichen planus histologically is 

characterized by a preponderance of lymphocytes; plas- 
ma cells, if present, are usually sparse in number. We 
describe herein a patient whose lesions of lichen planus 
contained numerous plasma cells in the dermal infiltrate. 


Report of a Case 


A 56-year-old woman was examined for a characteristic erup- 
tion of lichen planus of four years’ duration. She was also studied 
for a protein-losing enteropathy of undetermined cause. She had a 
history of Raynaud’s phenomenon since the age of 28 years. She 
had not taken any medications that could be implicated as a cause 
of her eruption. 

On physical examination, the patient’s buccal mucosa and lips 
contained leukokeratotic reticulated lesions. Her upper and lower 
extremities showed multiple polyangular violaceous plaques with 
Wickham’s striae. The patient had anonychia of both great 
toenails and the second right toenail and pterygium formation of 
both thumbnails. 

Abnormal laboratory findings included a positive (1+) antinu- 
clear antibody test (diffuse pattern) on two occasions, alternating 
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with one negative test. She also had iron deficiency anemia. The 
results of the following studies were either normal or negative: 
WBC count and differential cell count, urinalysis, ESR, serum 
rheumatoid factor, serum complement levels, several quantitative 
VDRL tests, chest roentgenogram, pulmonary function tests, 
esophageal manometry, stool for ova and parasites, Schilling test, 
and liver function tests. 

Multiple biopsy specimens of the patient’s skin lesions revealed 
hyperkeratosis, focal hypergranulosis, irregular acanthosis with a 
“saw-tooth” pattern of the rete ridges, hydropic degeneration of 
the basal cell layer, colloid bodies in the papillary dermis, and an 
epidermis-hugging, band-like inflammatory infiltrate composed 
of lymphocytes and plasma cells. Plasma cells accounted for 40% to 
50% of the cells (Fig 1 and 2). These findings, with the exception of 
the dense plasma cell infiltrate, are characteristic of lichen planus. 
Biopsy results of the buccal mucosa lesions were also consistent 
with lichen planus. Immunofluorescence microscopy studies were 
not obtained. 

The patient’s skin lesions resolved with the use of topical 
adrenal fluocinonide therapy, but the oral and nail lesions per- 
sisted. 


Comment 


The constellation of clinical and histologic findings in 
our patient was diagnostic of lichen planus. Neutrophils 
may occasionally be present in the early infiltrate of lichen 
planus, and monocytes and macrophages are typically seen 
in the preponderantly lymphocytic infiltrate.' The abun- 
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Fig 1.—Skin biopsy specimen from plaque-like lesion on leg showing hyperkeratosis, focal 
hypergranulosis, irregular acanthosis, ‘‘saw-tooth”’ pattern of rete ridges, hydropic degeneration, 
and band-like inflammatory cell infiltrate filling papillary dermis (hematoxylin-eosin, original 


magnification x 35). 
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Fig 2.—Close-up view of inflammatory cell infiltrate revealing 
lymphocytes and numerous plasma cells (hematoxylin-eosin, 
original magnification x 200). 


lance of plasma cells, however, seems unprecedented in 
his disease. Indeed, some authors? state that plasma cells 
ire not seen in lichen planus. E. B. Helwig, MD, shares this 
view (oral communication, July 1974). Others*-> state that 
;jasma cells in lichen planus occur infrequently and are 
‘ew. Some investigators do not include plasma cells in their 
ustologic description of lichen planus. 
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A lichenoid drug eruption in our patient was ruled out by 
history. The histopathologic changes of discoid lupus ery- 
thematosus are usually characterized by focal parakerato- 
sis, less hypergranulosis, epidermal atrophy, and a deeper 
perivascular and periappendageal infiltrate. Secondary 
syphilis was ruled out by multiple negative quantitative 
VDRL determinations. 

Protein-losing enteropathy could not be related to this 
patient’s histopathologic findings, nor was there any evi- 
dence of a plasma cell dyscrasia or connective-tissue dis- 
ease. The dermal infiltrate of 40% to 50% plasma cells is 
unusual in a patient with otherwise classic lichen planus. 


Nonproprietary Name and Trademarks of Drug 


Fluocinonide—Lidex, Lidex-E, Topsyn. 
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Books 


Immunopathology of the Skin, ed 2, by E. H. Beutner, T. P. Chorzelski, and 
S. F. Bean, $42.95, New York, John Wiley & Sons Inc, 1979. 

This is the second edition of a text by the world's 
foremost authorities in immunofluorescence microscopy 
of the skin. The book is up-to-date in every section and 
presents the latest information. The chapters of the book 
are somewhat uneven in their writing, as is to be expected 
from a text by many authors. 

Some chapters are not concise. For example, chapter 6 
(on the nature of autoimmunity) is presented in a mean- 
dering form and is extraordinarily difficult to follow. New 
terminology is introduced but not well explained. A new 
unifying concept of autoimmunity may not be appropriate 
to this text and, if included, should be concise and easy to 
comprehend. In contrast, there is a concise, easily read 
section on antibody methods. The section on bullous dis- 
eases and connective-tissue diseases is also well written, 
understandable, and provides a good up-to-date review of 
immunofluorescence and immunopathologic findings in 
patients with those disorders. Similarly, the chapters on 
pemphigus and leukocytoclastic vasculitis are well writ- 
ten. 

A major criticism of this text is the redundancy in 
various sections of the book. For example, the immuno- 
pathogenesis of pemphigus is discussed in each of the first 
eight chapters. 

The preface does not describe the purpose of the book 
nor the audience for whom it is intended. I suggest that 
this detailed text is valuable for laboratories performing 
skin immunofluorescence tests and studies and for derma- 
tology teaching institutions but is not practical for the 
practitioner. 

WILLIAM L. WESTON, MD 
Denver 


Clinical Practice in Sexually Transmissible Diseases, by D. H. H. Robertson, 
A. McMillan, H. Young, 458 pp, $49.50, London, Pitman Medical Publishing 
Co Ltd, 1980. 

If readers expect this book to be merely another of the 
review spate of primers or atlases on sexually transmitted 
diseases, they will be disappointed. This is not a brief 
digest of the salient features of these diseases, profusely 
illustrated, but rather a scholarly account of the ever 
increasing varieties of diseases transmitted through sexual 
contact. In fact, one of the drawbacks of this book, for 
those who are unfamiliar with the characteristics of these 
diseases, is the lack of illustrations. On the other hand, the 
authors have written it “primarily for those who are 
actively engaged in the increasingly demanding clinical 
practice of venereology and who, by so doing in the United 
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Kingdom at least, now tend to undertake so large a part of 
the primary care of adolescents and young adults.” 

The contents of the book include a 43-page introduction. 
Never in one place have I found such a concise and fully 
informative discussion of the socioeconomic, educational, 
epidemiologic, and other aspects of sexually transmissible 
diseases. An excellent chapter on the clinical investigation 
of the patient is also presented. The text is indexed in 
detail. 

The list of sexually transmitted diseases is becoming 
rather extensive. Besides those usually considered (ie, 
syphilis, gonorrhea, chancroid, granuloma inguinale, and 
lymphogranuloma venereum), this book covers nongono- 
coccal urethritis, inflammation of the prostate, testis, and 
epididymis, Reiter’s disease, pelvic inflammatory disease, 
candidiasis, nonspecific vaginitis, trichomoniasis, frequen- 
cy and dysuria in relation to urinary tract infections in 
adolescents and young adults, herpes simplex virus infec- 
tion, cytomegalovirus infection, infectious mononucleosis, 
genital warts, viral hepatitis, molluscum contagiosum, 
Marburg virus infection, arthropod infections, carcinoma 
of the cervix uteri, diseases caused by intestinal organisms 
in homosexual males, ulcers, and other lesions of the 
external genitalia. 

Since diagnosis and treatment of sexually transmissible 
diseases involve so much of internal medicine, it is difficult 
to understand the indifference of general physicians in 
handling them. 

In this time of changing economy, an update of treat- 
ment costs of the sexually transmissible diseases would be 


of interest. It is surprising to read that one woman, in 


addition to outpatient practitioner visits, spent about 167 
days as a hospital patient between her initial stay when she 
was 18 years old and her death at age 25 years. 

The text is well documented by pertinent references. It 
is good to see the works of older clinicians in this field in 
print (eg, Harkness et al). However, it also would have been 
worthwhile to have some other good material, as recently 
provided by Rein et al (Sex Transm Dis 1980;7:101-105) and 
Taylor-Robinson. and McCormack (N Engl J Med 
1980;302:1003-1010, 1063-1067). Unfortunately, these arti-. 
cles were published after the book. 

Some features worthy of specific mention include the 
up-to-date discussion and diagnosis of syphilis and the 
differential diagnosis table on page 102. In America, 
hospitalizing patients with early syphilis has not been done 
since the early trial days of penicillin therapy. I hope to see 
this work get attention by all disciplines of medicine, 
including dermatology. 

HERMAN BEERMAN 
Philadelphia 
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Clinical 


comparisons with 
8 other topical 
corticosteroids 


support the 
choice of 
[OPICORT 
-mollient 
cream 0.25% 
‘or psoriasis" 








DESOXIMETASONE) 


-mollient Cream 0.25% 


Ihe one with the 


emollient cream base 


Please see next page for full prescribing information. 


HOECHST-ROUSSEL 
PHARMACEUTICALS INCORPORATED 


SOMERVILLE, NEW JERSEY 08876 


REG TM HOEDMS! AC 


| 1 Compared with betamethasone dipropionate cream 0.05% 


Overall evaluation (week 2) 


No. of Excellent Excellent 

patients and good (clearance of disea 
Topicort 60 75% 40% 
(desoximetasone) 
Betamethasone 
dipropionate 65 69% 29% 


No side effects reported. 


2 Compared with triamcinolone acetonide cream 0.1% 
Overall evaluation (week 2) 
No. of Excellent Excellent 
patients and good (clearance of disea 
Topicort 58 81% 40% ay A 
Triamcinolone 
acetonide 63 41% 16% 


One side effect of triamcinolone acetonide reported; none for Topicort. 





3 - Compared with fluocinolone acetonide creams 0.025% 
Overall evaluation (week 2) 
No. of Excellent Excellent 
patients and good (clearance of disea: 
Topicort 55 73% 35% = 
Fluocinolone 
acetonide 55 29% 7% 
No side effects reported. 
Overall evaluation (week 2) 
4 No. of Excellent Excellent 
patients and good (clearance of disea: 
Topicort 60 93% 67% 
Fluocinolone 
acetonide 61 48% 1396 


One side effect of fluocinolone acetonide reported; none for Topicort. 





Compared with flurandrenolide cream 0.05% 

B Overall evaluation (week 2) 
No. of Excellent Excellent a 
patients and good (clearance of disea: 

Topicort 59 86% 56% 4 

Flurandrenolide 61 4196 1696 AUS 


One side effect of flurandrenolide reported; none for Topicort. 


Compared with fluocinonide cream 0.05% 
fa Overall evaluation (week 2) 
No. of Excellent Excellent 
patients and good (clearance of disea: 
Topicort 56 91% 66% 
Fluocinonide 52 67% 37% E 


No side effects reported. 


7 Compared with diflorasone diacetate cream 0.05% 
Overall evaluation (week 2) . 
No. of Excellent Excellent 
patients and good (clearance of disea: 
Topicort 59 8196 4196 
Diflorasone 
diacetate 63 4196 1496 


No side effects reported. 


B8 Compared with hydrocortisone valerate cream 0.2% 
Overall evaluation (week 2) _ 
No. of Excellent Excellent 
patients and good (clearance of disea 
Topicort 59 8596 6396 
Hydrocortisone 
valerate 57 54 96 2196 


One side effect of hydrocortisone valerate reported; none for Topicort. 


*Note: In the above studies, dosage was b.i.d. for all products. Data on file and available on 
from Hoechst-Roussel Pharmaceuticals Inc., Somerville, N.J. 08876. 


. 
1COT 0^ EMOLLENT CREAM 0.25% 
, (desoximetagone) 
ad 


picort' LP emowwient cream 0.05% 


(descximetasone) 


RIPTION—Topicort® (desoximetasone) Emollient 
and Topicort® LP (desoximetasone) Emollient 

| contain the active synthetic corticosteroid desox- 

ione. The chemical name of desoximetasone is 

0-118, 21-dihydroxy-16a-methylpregna-1, 4-diene- 
ione. 


Yemical structure is: 


HO COCH,OH 
HC 


Oo 


jram of Topicort® (desoximetasone) Emollient Cream 
» contains 2.5 mg desoximetasone in an emollient 
consisting of isopropyl myristate, cetylstearyl 

1, white petrolatum, mineral oil, lanolin alcohol and 

d water. 


jram of Topicort* LP (desoximetasone) Emollient 

1 0.0596 contains 0.5 mg desoximetasone in an 
ent cream consisting of isopropyl myristate, 

teary! alcohol, white petrolatum, mineral oil, lanolin 
1, edetate disodium, lactic acid and purified water. 


JNS — Topical steroids are primarily effective 
se of their anti-inflammatory, antipruritic and 
onstrictive actions. 


'ATIONS — Topicort® (desoximetasone) Emollient 

1 and Topicort® LP (desoximetasone) Emollient Cream 
dicated for the relief of inflammatory manifestations 
ticosteroid-responsive dermatoses. 


'RAINDICATIONS — Topical steroids are contrain- 
id in those patients with a history of hypersensitivity to 
the components of the preparation. 


AUTIONS — if irritation or sensitization develops, 
‘oduct should be discontinued and appropriate therapy 
ted. 


presence of an infection the use of an appropriate 
ngal or antibacterial agent should be instituted. If a 
ible response does not occur promptly, the cor- 
2roid should be discontinued until the infection has 
adequately controlled. 


insive areas are treated or if the occlusive technique 
d there will be increased systemic absorption of the 
osteroid and suitable precautions should be taken, 
ularly in children and infants. 


igh topical steroids have not been réported to have an 
se effect on human pregnancy, the safety of their use 
gnant women has not been absolutely established. In 
itory animals, increases in incidence of fetal abnor- 

2s have been associated with exposure of gestating 
əs to topical corticosteroids, in some cases at rather 
sage levels. Therefore, drugs of this class should not 
ad extensively on pregnant patients, in large amounts, 
prolonged periods of time. 


roduct is not for ophthalmic use. 


‘RSE REACTIONS — The following local adverse 
ons have been reported with topical corticosteroids, 
ially under occlusive dressings: burning, itching, irrita- 
Iryness, folliculitis, hypertrichosis, acneiform erup- 
hypopigmentation, perioral dermatitis, allergic contact 
ititis, maceration of the skin, secondary infection, skin 
Y, striae, miliaria. 


\GE AND ADMINISTRATION — Apply a thin film of 
ort (desoximetasone) Emollient Cream or 

»rt$ LP (desoximetasone) Emollient Cream to the af- 
i skin areas twice daily. Rub in gently. 


SUPPLIED — Topicort® (desoximetasone) Emollient 
10.25% is supplied in 5-, 15- and 60-gram tubes. 


ort® LP (desoximetasone) Emollient Cream 0.05% is 
ed in 15- and 60-gram tubes. 


Q7170-680 


Follow this blueprint 
for a more efficient, 


more profitable 


practice! 








What is a well-designed, efficient medical office? What size facility do you 
need? How much will it cost? Should you build or rent? 
You've probably asked yourself those questions. They're tough ones to 


answer and 


important ones. But you'll find the answers—detailed 


ones—the Planning Guide for Physicians Medical Facilities, published by 


the American Medical Association. 


Whether you're building or remodeling your office or moving into your 
first practice setting, this guidebook offers invaluable practical information 
on planning your office for maximum efficiency. Contents include: 


BASIC PLANNING: 
PLAN BEFORE BUILDING 


Basic Planning Ħ Unit Planning * Locating 
the Facility e Rent Versus Ownership * 
Professional Planning Assistance e 
Hospitals - Topography - Orientation e 
Choice of Property e Financing the Building 
and Equipment e Parking * Access and 
Parking 


OFFICE CONSTRUCTION: 
INSIDE AND OUT 


How Much Space * The Remodeled Building ¢ 
Improving Leased Space * The New Building 
e Choice of Materials e Casework Walls - 


Name 


Address 





Please send me 
Guide for Physicians' Medical Facilities, OP-439. 
Price: $3.00 per copy. Enclosed is my check 
fora c. 

accompany order. 


City/State/Zip 


Partitions e Heating - Ventilating - Air 
Conditioning * Lighting and Electrical 
Service e Plumbing e Soundproofing * 
Landscaping 


YOUR OFFICE INTERIOR: 
PUTTING THE PIECES TOGETHER 


Reception Room e Reception and Business 
Office + Examining and Treatment Room * 
Consultation Room * Laboratory e X-ray 
Rooms * Utility Storage Areas * Furniture - 
Fixtures - Equipment * Color e 

Larger Facilities 


OFFICE CONDOMINIUMS: 
WHAT YOU SHOULD KNOW 


Order Dept., OP-439 

American Medical Association 
P.O. Box 821 
Monroe, Wisconsin 53566 


copy(ies) of the Planning 


| 
| 
| 
| 
| 
| 
| 
| 
, payable to the AMA. Payment must | 
| 
| 
| 
| 
| 
| 
| 
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 Doyouhave 


GUIDES TO THE EVALUATION 
OFPERMANENT IMPAIRMENT 


on your reference shelf? 








If not, now is the time to fill the void! 


Guides to the Evaluation of Permanent Impairment contains a series of practical guides for 
the rating of physical and mental impairment of all systems of the body. Published by the 
American Medical Association, this important volume will assist you in discharging your 
responsibility to patients who are seeking benefits from the various agencies and programs 
serving the disabled. 


Each guide provides recommended percentage values related to the criteria given. Numer- 
ical values offer a practical means of expressing and calculating the extent of permanent im- 
pairment and encourage accurate, equitable, and uniform evaluation. Methods of impairment 
calculation are uniform, are explained in detail with examples, and need a minimum of compu- 
tation. A Combined Values Chart is provided for easily assessing any combination of impair- 
ments. 


A partial table of contents includes: 


The Central Nervous System 
The Peripheral Spinal Nerves 
The Endocrine System 

The Digestive System 

The Extremities and Back 
Mental Illness 

The Visual System 

The Cardiovascular System 


| cumes 10. 
TE. EVALUATION OF 
PERMANENT IMPAIRMENT 


Use the coupon below to order this authoritative 





text today! $10.00 
rm [ American Medical RS GIG GR M esasaxieseddtti uius uiaM Es im. adea cm am em cran Qu up QD m ch m e ei o o |o 
Order Dept. OP-298 S/J 
American Medical Association 
P.O. Box 821 
i Monroe, WI 53566 
: Please send me... . copy(ies) of GUIDES TO THE 
- EVALUATION OF PERMANENT IMPAIRMENT, OP-298, at $10.00 
l each. | enclose $______, payable to the AMA. Allow 4-5 weeks 
for delivery. 
l 
i 
Name 
' Address 
! City/State/Zip 
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six-week photo-clinical illustrates 
Wondras effectiveness against dry skin’ 





Magnified view (472 X) of skin between forefinger and middle finger 
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-osmetically preferred Economically priced For dry skin, 
I rubs in rapidly/no greasy Reasonable cost of treatment can recommend 
afterfeel encourage patient compliance. 
I thick, creamy consistency 0 n fd 
eoo 
| unscented or scented formula your patients will 


*Data on Wondra’s clinical effectiveness on file at 


Procter & Gamble. appreciate it. 
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THE ONLY WAY TO. 
END THE EPIDEMIC. 
IS OVER HER DEAD 





Kill the female itch mite (sarcoptes 
scabiei) and you've stopped the current 
scabies epidemic. Because when she 
burrows deep into the stratum corneum, 
she defies diagnosis and resists removal 
by surface-acting medications and 
cleansers. Her success has been making 
headlines around the country— with re- 
ports of scabies outbreaks in rural and 
suburban areas as well as in the cities. 

A quick and simple diagnosis. 
Scabies can mimic a number of der- 
matological conditions, '-? such as urticaria, furunculosis 
and dermatitis—as well as syphilis, with which it may 
coexist. But there's an almost foolproof way to recognize 
it. Even in the absence of the fierce nocturnal itching? and 
the lesion distribution characteristic of the disease 
(hands, wrists and elbows in 9 out of 10 cases),! a quick 
microscopic look can confirm your scabies diagnosis. 

To demonstrate the itch mite, look for an unscratched, 
inhabited burrow (wherever the patient says he itches at 
that very moment is a likely spot). Use a strong light, a 
magnifying glass and a surgical blade to which a drop of 
mineral oil is added. Scrape several sites. Transfer the 
material to a slide, cover and examine under low power 
magnification." ?'* (If-you don't spot any parasites in egg, 
larvae or adult stages, look for their red fecal compac- 
tions. They can be just as diagnostic.) 


Kwell: penetrating action to kill mites, their eggs and 
larvae. Once you've found scabies, there's a positive way 
to eradicate it. Kwell (lindane) 1% Lotion or Cream. It 
penetrates to reach the scabietic burrows, kill the female 
mites and, of course, the less tenacious males, as well as 
their eggs and any larvae that may have hatched. In fact, 
Kwell works so consistently and well against scabies that 
it has been the most widely prescribed scabicide for three 
decades. 


Cream/Lotion 





Nearly 100% effective. The clinical 
record of Kwell has never been sur- 
passed by any other pediculicide. It is 
“nearly 100% effective,"' and often 
works with a single application 
(a second or third application may be 
made at weekly intervals, if needed). 
Your patients will appreciate the low 
risk of sensitization and irritation.® ® 
And you will appreciate that Kwell 
works so predictably that it serves to 
confirm your diagnosis of scabies. 
Not many pharmaceutical preparations can match that 
record of dependability. 

CONTRAINDICATIONS: KWELL Cream and Lotion are contraindicated for 


individuals with known sensitivity to the product or any of its components. 


WARNING: KWELL CREAM AND LOTION SHOULD BE USED WITH CAUTION 
ESPECIALLY ON INFANTS, CHILDREN, AND PREGNANT WOMEN. 

LINDANE PENETRATES HUMAN SKIN AND HAS THE POTENTIAL FOR CNS 
TOXICITY. STUDIES INDICATE THAT POTENTIAL TOXIC EFFECTS OF 
TOPICALLY APPLIED LINDANE ARE GREATER IN THE YOUNG. Seizures have 
been reported after the use of lindane but a cause and effect relationship has not 
been established. 


Simultaneous application of creams, ointments, or oils may enhance the 
percutaneous absorption of lindane. 

PRECAUTIONS: If accidental ingestion occurs, prompt gastric lavage will rid the 
body of large amounts of the toxicant. However, since oils favor absorption, 
saline cathartics for intestinal evacuation should be given rather than oil laxatives. 
If central nervous system manifestations occur, they can be antagonized by the 
administration of pentobarbital or phenobarbital. 

If accidental contact with eyes occurs, flush with water. If irritation or 
sensitization occurs, discontinue use and contact a physician. 

ADVERSE REACTIONS: Eczematous eruptions due to irritation from this product 
have been reported. 

REFERENCES: 1. Patient Care 7:94, Nov. 1, 1973. 2. Stankler, L.: Practitioner 
210:803, June 1973. 3. Domonkos, A.N. (ed.): Andrews’ Diseases of the Skin: 
Clinical Dermatology, ed. 6, Philadelphia, W.B. Saunders Company, 1971, 

pp. 511-513. 4. Muller, G., et al: Arch. Dermatol. 107:70, Jan. 1973. 5. James, 
B.H.E.: Br. Med. J. 1:178, Jan. 15, 1972. 6. Sollman, T.: A Manual of Pharma- 
cology, ed. 8, Philadelphia, W.B. Saunders Company, 1957, p. 178. 

SEM courtesy of J[. M. Rower, M.D., Columbus, Ohio 
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Kenilworth, New Jersey 07033 


KW ELL iinan 


. THE SCABICIDE OF CHOICE. 


An unsurpassed standard of therapy 
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Itching from scabies can be maddening. And 
with scabies (unlike most other disease states) 
the first symptom is the last to go even though 
the cause has been eliminated. Dead mites, 
eggs and fecal matter remain in the stratum 
corneum where they can continue to cause se- 
vere irritation and itching for a week or longer. 
In spite of your directions to the contrary, the 
persistence of the itch may lead some patients 
to reapply their scabies medication unneces- 
sarily. So, after you have killed the scabies 
mites with KWELL® (lindane 1%)*—the scabi- 
cide of choice— kill the itch. 


EPIFOAM " (hydrocortisone acetate 1%): 
for the irritation and inflammation of post- 
scabietic itch. 


EPIFOAM is effective follow-up therapy for the 
intolerable symptom of scabies—the itch. It 
contains hydrocortisone acetate—widely rec- 





Epifoam 
(hydrocortisone acetate 1%) 


THE SECOND HALF 
OF SCABIES THERAPY. 





AFTER YOU KILL THE ITCH MITES, 
KILL THE ITCH. 


ognized for its antipruritic and anti-inflamma- 
tory actions.* 


EPIFOAM is cosmetically elegant: nongreasy, 
nonstaining and smooths easily into the skin. 
Its unique foam base is a soft touch for tender, 
irritated skin. 


EPIFOAM is supplied in a push button, 10 g 
aerosol for quick and convenient application. 

EPIFOAM. So you can kill the itch after you 
kill the itch mite. 


*Before prescribing KWELL* Cream or Lotion, please 
see full prescribing information, a summary of which 
appears on the preceding page 


REFERENCES: 1. Stone OJ: Cont Ed Fam Phys 3 (No 
3):40, March 1975. 2. Modell W (ed): Drugs of Choice 
1978-1979. St. Louis, CV Mosby Co, 1978, p. 729 


Reed & Carnrick 
Kenilworth, N.J. 07033 


EPIFOAM 


Kocortisone ace! 


NDC 00210740 t0 





EPIFOAM'" 

(hydrocoartisone acetate 196 in a base of pramoxine 
HCI, propylene glycol, cetyl alcohol, PEG-100 stear- 
vate, glyceryl stearate, laureth-23, polyoxyl-40 stear- 
wate, Methylparaben, propylparaben, trolamine or 
hydrochloric acid to adjust pH, purified water, butane 
sand propane propellants [inert ]). 

Before prescribing, see complete product information 
Bof which fhe following is a brief summary 


sContraindications: Topical steroids are contraindi- 
E. in those patients with a history of hypersensi- 
ivity to any of the components of the preparation 
"Precautions: If irritation develops, the product should 
We discontinued and appropriate therapy instituted. 


lun the presence of an infection, the use of appropriate 


antifungal or antibacterial agents should be instituted. 


f a favorabie response does not occur promptly, the 
zorticosterosd should be discontinued until the infec- 
‘jon has been adequately controlled 


f extensive areas are treated or if the occlusive tech- 
nique is used, the possibility exists of increased sys- 
emic absorption of the corticosteroid and suitable 
yrecautions should be taken particularly in children 
Jnd infants. 


Although topical steroids have not been reported to 
ave an adverse effect on human pregnancy, the safe- 
y of their use in pregnant women has not absolutely 
deen established. In laboratory animals, increases in 
sncidence of fetal abnormalities have been associated 
with exposure of gestating females to topical cortico- 
steroids, in some cases at rather low dosage levels. 
"herefore, drugs of this class should not be used ex- 
wensively on pregnant patients, in large amounts, or 
wor prolonged periods of time. 


‘his product is not for ophthalmic use 


Adverse Reactions: The following local adverse reac- 
Mons have been reported with topical corticosteroids 
Burning, itching, irritation, dryness, folliculitis, hyper- 
wichosis, acneiform eruptions, hypopigmentation, 
Wllergic contact dermatitis, maceration of the skin, 
econdary infection, skin atrophy, striae, and miliaria. 


Wosage and Administration: Apply to affected areas 3 


r 4 times daily. Transfer the medication to a pad and 
pply gently, or apply the foam directly. 


Now Supplied: Available in 10 g pressurized cans. 


© Reed & Carnrick/Kenilworth, N.J. 07033 











American Medical Association 
Physicians’ 
Placement 
Service 





Placement ~~ 
Register 


.. -If you're looking 
for a new practice opportunity 


This new AMA opportunity Placement 
Register contains a description of 
over 4,000 available practice oppor- 
tunities. Each listing is a brief coded 
summary covering location, type of 
practice, area of specialization, and 
other data. Included are two indexes 
to assist you in quickly finding the 
most suitable opportunity. 
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. -Or looking for a 
physician to fill a position 


The new AMA Physician Placement 
Register lists over 4,000 physicians 
seeking new practice opportunities. 
It includes a brief coded vitae, as well 
as specialty and type of practice 
preferences and current professional 
status. Two computer-generated in- 
dexes facilitate finding suitable can- 
didates. 


Fast turnaround! 


Either Register is mailed within 24 hours of receipt of 
your request. After receiving your selections of the prac- 
tice opportunities or physicians on which you want fur- 
ther information, full-page computer printouts on each 
selection are sent within 10 days. 


Order your Register now! 


Published quarterly by the AMA Physicians' Placement 
Service, these two Registers are the only comprehen- 
sive national listings of practice opportunities and 
physicians who are seeking new positions. Use the ap- 
propriate coupon below for the Register you desire. 


AMA Physicians' Placement Service 
American Medical Association 
535 N. Dearborn/Chicago, IL 60610 


YES, | am interested in a new practice 
opportunity. Please send me the new 
AMA OPPORTUNITY PLACEMENT 
REGISTER, along with the registration 
form. 

Name 

Address 


City/State/Zip 


PHYSICIAN PLACEMENT REGISTER 


AMA Physicians' Placement Service 
American Medical Association 
535 N. Dearborn/Chicago, IL 60610 


YES, | am. seeking the services of a 
physician. Please send me the new AMA 
PHYSICIAN PLACEMENT REGISTER, 
along with the registration form. 


Name 
Organization 
BUCHEN LEE Am MILIA ii 


City/State/Zip _ 
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Introducing 


meclocycline 
i e inl o) 


ORTHO 


DERMATOLOGICAL DIVISION 


MEGAN —specifically for acne, specifically for the dermatologist. 
No other antibiotic combines these important attributes: Impressive efficacy. 
No reports of systemic side effects.* An extremely low potential for local adverse 
reactions. And an alcohol-free cream formulation. 





3 3 No reports of systemic side effects.* 


. In subtotal body inunction studies, up to 
40 times the average treatment dose of 
MECLAN was applied to the arms, legs and 


Impressive clinical efficac 


In multicenter, double-blind, Robes 
controlled studies of patients with moder- 
ate-to-severe (grades II and III) acne 


vulgaris, MECLAN 
alone was applied 
twice daily for 11 
weeks to 70 of 134 
patients; the remain- 
ing patients were 
treated by placebo. 
After only 5 weeks, 
papules and pus- 
tules were reduced 
49% (median ). 


Extremely 

low potential 
for local adverse 
reactions. * 


Patch testing re- 
vealed no photo- 
sensitivity potential. 
Contact allergy 

and skin irritation 
were extremely rare. 
And no follicular 


staining has been reported, except 


with excessive use.' 





backs of 20 subjects 
twice daily for 28 
days. No measurable 
amounts of meclo- 
cycline appeared in 
the blood or urine, 
nor was there 

any evidence of 
systemic toxic 
potential.’ 


Alcohol- ree, 
nonstinging, non- 
burning cream 
formulation. 


MECLAN is the only 
antibiotic for acne 
available in a van- 
ishing cream base. 
Because it is non- 
stinging, nonburn- 
ing and alcohol-free, 


EN! ng a OW potential for irritation 


or erythema. And MECLAN cream is a stable 
formulation, with a two-year shelf life. 


“As with all tetracycline derivatives, the possibility exists that significant percutaneous absorption may result from prolonged use. Therefore, caution is advised 
in administering MECLAN to persons with hepatic or renal dysfunction. There are no adequate and well-controlled studies in pregnant or nursing women. 
"Data on file, Dermatological Division, Ortho Pharmaceutical Corporation. 


Please see the following page for prescribing information. 
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Introducing 
The Only Antibiotic Cream 
Specific for Acne Vulgaris. 


NS CREAM 15 
(mec cline 

ifosalicylate) 
Indication: MECLAN Cream is indi- 
cated for topical application in the 
treatment of acne vulgaris. 
Contraindications: MECLAN is con- 
traindicated in persons who have 
shown hypersensitivity to any of its 
ingredients or to any of the other 
tetracyclines. 
Warnings: Although no absorption has 
been demonstrated by 28-day inunc- 
tion studies in humans, the possibility 
exists that significant percutaneous 
absorption may result from prolonged 
use. Therefore, caution is advised in 
administering MECLAN ( meclocycline 
sulfosalicylate ) to persons with hepat- 
ic or renal dysfunction. 
Precautions: This drug is for external 
use only and should be kept out of the 
eyes, nose, and mouth. 
Pregnancy: Pregnancy Category B. 
Reproduction studies have been per- 
formed in rats and rabbits at oral 
doses up to 1000 times the human 
dose ( assuming the human dose to be 
one gram of cream per day) and have 
revealed no evidence of impaired fer- 
tility or harm to the fetus due to 
meclocycline sulfosalicylate. There 
was, however, a slight delay in ossifica- 
tion in rabbits when meclocycline was 
applied topically. There are no ade- 
quate and well-controlled studies in 
pregnant women. Because animal re- 
production studies are not always 
predictive of human response, this 
drug should be used during pregnancy 
only if clearly needed. 
Nursing Motbers: It is not known 
whether this drug is excreted in 
human milk. Because many drugs are 
excreted in human milk, caution 
should be exercised when meclocy- 
cline sulfosalicylate is administered to 
a nursing woman. 
Adverse Reactions: MECLAN is well 
tolerated by the skin. In the clinical 
trials there was one report of acute 
contact dermatitis. There were iso- 
lated reports of skin irritation. Tem- 
porary follicular staining may occur 
with excessive application. Patch test- 
ing has demonstrated no photosen- 
sitivity or contact allergy potential. 
Dosage and Administration: It is rec- 
ommended that MECLAN be applied 
to the affected area twice daily, morn- 
ing and evening. Less frequent appli- 
cation may be used depending on 
patient response. Excessive use of 
MECLAN Cream may cause staining of 
some fabrics. 
How Supplied: MECLAN | 
(meclocycline sulfosalicylate ) Cream 
1% is supplied in 20 gram sealed tubes. 
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e . Introducing benzac® w (benzoyl peroxide 5% and 10%). — 






-. * Owen's new acne gel ina water base formulation. Created those A 





patients who require a treatment that's less drying. * Micronized particle size — ak E. 
.* — allows for uniform dispersion of benzoyl peroxide throughout the DOSS. co c 
< Smooth textured gel easy to apply, encourages patient compliance. | à 
* 24 month shelf life * Fragrance-free for cosmetic compatibility - , 

DESCRIPTION: benzac? w 5 contains 5% benzoyl peroxide; PRECAUTIONS: FOR EXTERNAL USE ONLY. Avoid contact with Í 
benzac® w 10 contains 10% benzoyl peroxide; in a gel base the eyes, eyelids and other mucous membranes. May bleach 
containing dioctyl sodium sulfosuccinate, edetate disodium, hair and colored fabrics. 
poloxamer 182, carbomer 940, propylene glycol, silicon HOW SUPPUED: benzac® w 5, 60 gram tubes 
dioxide, and purified water. May also contain citric acid and/or NDC 0299-3600-01 
sodium hydroxide to adjust pH. benzac® w 10, 60 tub 
CONTRAINDICATIONS: Not to be used by patients having Sune Deeg Bato) 
known sensitivity to benzoyl peroxide or any other ingredients 
of the preparations. For full prescribing information, see package insert. 


Owen Owen Laboratories, Dallas, Texas 75234 Division of Alcon Laboratories, Inc. 
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New evidence confirms 

Westcort® (hydrocortisone valerate) 
provides dramatic improvement 
within the first 3 days. 


Clinical Study Shows Rapid and Progressive Relief of Symptoms of 


Atopic Dermatitis. 


Reduction in Severity of Symptoms with Westcort 
(10095 — disappearance of symptom) : 


3 

(n — 48) 
Pruritus 62% 
Erythema 73% 
Scaling 63% 
Papulation 53% 
Lichenification 50% 
Vesiculation 86% 


Days of Treatment 


7 14 
(n = 52) (n = 54) 

87% 90% 
87% 89% 
83% 92% 
75% 84% 
73% 8495 
92% 91% 


Study Design: Two independent investigators evaluated the effec- 
tiveness of Westcort 0.2%, applied twice daily for 2 weeks, in patients 
with atopic dermatitis. Subjects studied included 34 males and 32 
females, from 4 months to 22.8 years of age (mean age 4.5 years). 
After the initial evaluation, the patients were seen in the clinic 3, 7, 
and 14 days after initiation of the treatment. 


Westcort® 
(HYDROCORTISONE VALERATE) CREAM, 0.2% 


indications: Westcort Cream is intended for the relief of the 
inflammatory manifestations of corticosteroid-responsive 
dermatoses. 


Contraindications: in those patients with a history of 
hypersensitivity to any of the components (see ingredients). 


Precautions: If irritation develops, discontinue and institute 
appropriate therapy. Use appropriate antifungal or anti- 
bacterial wit infections. Discontinue use if infection 
persists. large areas or occlusion use suitable pre- 
caution for systemic effects due to absorption. Safe use in 
pregnancy has not been established. Exposure of gestating 


animals to topical corticosteroids has been associated with 
fetal abnormalities. 


Adverse Reactions: (for topical steroids; especially with 
occlusion): Burning, itching, irritation, dryness, folliculitis, 
hypertrichosis, acneiform eruptions, hypopigmentation, peri- 
ora! dermatitis, allergic contact dermatitis, maceration of 
skin, secondary infection, skin atrophy, striae, miliaria. 


Ingredients: Hydrocortisone Valerate (0.276), white petro- 
latum. steary! alcohof, propylene glycol. amphoteric-9, 
carbomer-940, sodium phosphate, sodium lauryl sulfate, 
sorbic acid, water. 

How Supplied: Westcort (hydrocortisone valerate) Cream, 
0.2%, is supplied in 15 g. NDC 0072-8100-15; 45 g 
NDC 0072-8100-45; and 60 g., NDC 0072-8100-60 Y 








(HYDROCORTISONE VALERATE) 
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pu wound ly 
infection fighter 


* INDICATIONS: Based on a review of this drug 
by the National Academy of Sciences—National 
Research Council and/or other information, 
FDA has classified the indications as follows: 

“Possibly” effective: For topical administration 
for the treatment of the listed localized infections 
or for suppressive therapy in such conditions: 


e primary pyodermas (impetigo, ecthyma, syco- 
sis vulgaris, paronychia) € secondary infected 
dermatoses (eczema, herpes, and seborrheic 
dermatitis) e traumatic lesions (inflamed or 
suppurating as a result of bacterial infection). 
Final classification of the less-than-effective 
indications requires further investigation. 





CONTRAINDICATIONS: Not for use in the eyes or 

in the external ear canal if the eardrum is perforated. 
This product is contraindicated in those individuals who 
have shown hypersensitivity to any of its components. 
WARNING: Because of the potential hazard of nephro- 


e specifically designed to do the job inc 


harder-to-treat areas. 


toxicity and ototoxicity due to neomycin, care should 
be exercised when using this product in treating 
extensive burns, trophic ulceration and other extensive 
conditions where absorption of neomycin is possible. 
In burns where more than 20 percent of the body 
surface is affected, especially if the patient has impaired 
renal function or is receiving other aminoglycoside 
antibiotics concurrently, not more than one application 
a day is recommended. 

When using neomycin- containing products to control 
secondary infection in the chronic dermatoses, such 
as chronic otitis externa or stasis dermatitis, it should 
be borne in mind that the skin in these conditions is 
more liable than is normal skin to become sensitized to 
many substances, including neomycin. The-manifes- 
tation of sensitization to neomycin is usually a low 
grade reddening with swelling, dry scaling and itching; 
it may be manifest simply as a failure to heal. During 
long-term use of neomycin-containing products, peri- 
odic examination for such signs is advisable and the 
patient should be told to discontinue the product if they 


residues’ no stakes of clothing 


are observed. These symptoms reg ress quickly on 


- withdrawing the medication: Neomycin-containing 
applications should be avoided for that patient there- 


after. 

PRECAUTIONS: As with other antibacterial prepara- 
tions, prolonged use may result in overgrowth of 
nonsusceptible organisms, including fungi. Appropriate 
measures should be taken if this occurs. 

ADVERSE REACTIONS: Neomycin is a not uncommon 
cutaneous sensitizer. Articles in the current literature 
indicate an increase in the prevalence of persons 
allergic to neomycin. Ototoxicity and nephrotoxicity 
have been reported (see Warning section). 

HOW SUPPLIED: Tube of 15 g. 


Complete literature available on request from 
Professional menie Pep, PML, 
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The choice of an 
antifungal becomes clear. 


e Fast Symptomatic Relief—— within Contraindications: MICATIN has no known 


72 hours for most patients. contraindications. 
Precautions: |f a reaction suggesting sensitivity or 


e Low Relapse Rate——-in t. pedis, 9096 chemical irritation should occur, use of the medication 





remained clear after one month of aE EEE ane 
follow-up For external use only. Avoid introduction of MICATIN 

3 (miconazole nitrate 2%) into the eyes. 
e Economical—one prescription is Adverse Reactions: There have been isolated reports 
usual ly enough. of irritation, burning and maceration associated with 

application of MICATIN. 

e [he Largest Tube Size Available— Caution: Federal law prohibits dispensing without a A | E 
85 grams. prescription. OW : ji 
e Highly Effective—common dermato- ee 


phytes and Candida. 





TRADEMARK 


(miconazole nitrate 2%) 


The Reliability of Miconazole... 
MICATIN makes it clear. 
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With acne, the wish to be invisible 
is not just an adolescent fantasy. 





MINOCYCLINE HCI 


100 ma bid. or 50mg q.i.d. 


In severe acne, the tetracyclines 
may be useful adjunctive therapy. 


MINOCIN® MINOCYCLUNE HC 


Oral and Intravenous Brief Summary 


indications: For the treatment of susceptible gram-positive and 
gram-negative organisms. In severe acne, the tetracyclines may be 
useful adjunctive therapy. For full list of approved indications 
consult labeling. 

Contraindications: Hypersensitivity to any tetracycline. 

Warnings: In the presence of renal dysfunction, intravenous use, 
particularly in pregnancy, in daily doses exceeding 2 grams has been 
associated with deaths through liver failure. When need for intensive 


treatment outweighs potential dangers, perform renal and liver function - 


tests before and during therapy; also follow serum concentrations. In 
renal impairment, usual doses may lead to excessive accumulation and 
liver toxicity. Under such conditions, use lower total doses, and, in 
prolonged therapy, determine serum levels. This hazard is of particular 
importance in parenteral use in pregnant or postpartum patients with 
pyelonephritis. In such cases, the blood level should not exceed 15 


mcgm/ml and liver function tests should be made at frequent intervals. 


Do not prescribe other potentially hepatotoxic drugs concomitantly. 

THE USE OF TETRACYCLINES DURING TOOTH DEVELOPMENT (LAST HALF 
OF PREGNANCY, INFANCY AND CHILDHOOD TO THE AGE OF 8 YEARS) MAY 
CAUSE PERMANENT DISCOLORATION OF THE TEETH (YELLOW-GRAY- 
BROWN). This is more common during long-term use but has been 
observed following repeated short-term courses. Enamel hypoplasia has 
also been reported. TETRACYCLINES, THEREFORE, SHOULD NOT BE 

USED IN THIS AGE GROUP UNLESS OTHER DRUGS ARE NOT LIKELY TO BE 
EFFECTIVE OR ARE CONTRAINDICATED. Photosensitivity, manifested by 
an exaggerated sunburn reaction, has been observed in some individ- 
uals taking tetracyclines. Advise patients apt to be exposed to direct 
sunlight or ultraviolet light that such reaction can occur, and discon- 
tinue treatment at first evidence of skin erythema. Studies to date 
indicate that photosensitivity is rarely reported with MINOCIN 
Minocycline HCI. The antianabolic action of tetracycline may cause an 
increase in BUN. In patients with significantly impaired renal function, 


higher serum levels of tetracycline may lead to azotemia, hyperphos- 
phatemia and acidosis. CNS side effects (lightheadedness, dizziness, 
vertigo) have been reported, may disappear during therapy, and always 
disappear rapidly when drug is discontinued. Caution patierits who 
experience these symptoms about driving vehicles or using hazardous 
machinery while taking this drug. 

Pregnancy: In animal studies, tetracyclines cross the placenta, are 
found in fetal tissues, and can have toxic effects on the developing 
fetus (often related to retardation of skeletal development). Embryo- 
toxicity has been noted in animals treated early in pregnancy. 
Newborns, infants and children: All tetracyclines form a stable 
calcium complex in any bone-forming tissue. Prematures, given oral 
doses of 25 mg/kg every 6 hours, demonstrated a decrease in fibula 
growth rate, reversible when drug was discontinued. Tetracyclines are 
present in the milk of lactating women who are taking a drug of 

this class. 

Precautions: Use may result in overgrowth of nonsusceptible 
organisms, including fungi. If superinfection occurs, discontinue and 
institute appropriate therapy. In venereal diseases, when coexistent 
syphilis is suspected, darkfield examination should be done before 
treatment is started and blood serology repeated monthly for at least 
four months. Patients on anticoagulant therapy may require downward 
adjustment of such dosage. Test for organ system dysfunction (e.g. 
renal, hepatic and hemopoietic) in long-term use. Treat all Group A 
beta-hemolytic streptococcal infections for at least 10 days. Avoid giving 
tetracycline in conjunction with penicillin. 

Adverse Reactions: GI: (with both oral and parenteral use); anorexia, 
nausea, vomiting, diarrhea, glossitis, dysphagia, enterocolitis, inflam- 
matory lesions (with monilial overgrowth) in anogenital region. Skin: 
maculopapular and erythematous rashes. Exfoliative dermatitis (uncom- 
non). Photosensitivity is discussed above ("Warnings"). Pigmentation of 
the skin and mucous membranes has been reported. Renal toxicity: 
rise in BUN, dose-related (see "Warnings"). Hypersensitivity reactions: 
urticaria, angioneurotic edema, anaphylaxis, anaphylactoid purpura, 
pericarditis, exacerbation of systemic lupus erythematosus. In young 
infants, bulging fontanels have been reported following full thera- 
peutic dosage, disappearing rapidly when drug was discontinued. 
Blood: hemolytic anemia, thrombocytopenia, neutropenia, eosinophilia. 
CNS: (see "Warnings"). When given in high doses, tetracyclines may 
produce brown-black microscopic discoloration of thyroid glands; no 


abnormalities of thyroid function studies are known to occur. 

NOTE: Rapid administration is to be avoided. Parenteral therapy is 
indicated only when oral therapy is not adequate or tolerated. Oral 
therapy should be instituted as soon as possible. If intravenous therapy 
is given over prolonged periods of time, thrombophlebitis may result. 
Concomitant therapy: Antacids containing aluminum, calcium, or 
magnesium impair absorption; do not give to patients taking oral 
minocycline. Studies to date indicate that absorption of MINOCIN is not 
notably influenced by foods and dairy products. 


CNS side effects including lightheadedness, 
dizziness, or vertigo have been reported with 
MINOCIN Minocycline HCl. Patients who 
experience these symptoms should be 
cautioned about driving vehicles or using 
hazardous machinery while on minocycline 
therapy. If renal impairment exists, lower 
than usual total doses are indicated. (See 
WARNING in Package Insert.) Therapy 
should not be continued unless bacteriologic 
testing indicates appropriate susceptibility of 
causative pathogens to MINOCIN. Enamel 
hypoplasia/tooth staining can occur in 
children under eight years of age. 

Tissue penetration is regarded as essential to 
therapeutic efficacy but specific penetration 
levels have not been directly correlated with 
specific therapeutic results. 
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in depth studies 
of the health 

care systems of 
Britain and France 


How they operate 

and what they mean 
to users and to people 
who work in them. 


Britain's health care system is pre- 
dominantly nationalized. France of- 
fers its citizens a national health and 
social insurance plan. These compre- 
hensive references cover each system's 
evolution. . .operation. ..application... 
problems...achievements...and  per- 
sonnel. 


The French Health Care System 
(OP-460) costs $3.50; The British 
Health Care System (OP-461), $7.50. 
The set is $10. To order your copies, 
write Order Dept., AMA, P.O. Box 821, 
Monroe, WI 53566. Allow 4-5 weeksfor 
delivery. 
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:.. the sweet smell of success. 


(SELENIUM SULFIDE 
LOTION, U.S.P.) R 


BRIEF SUMMARY 


Contains: Selenium sulfide, 212 96 , w/v: bento- 
nite; lauric diethanolamide; ethylene glycol 
monostearate; titanium dioxide; amphoteric—2; 
sodium lauryl sulfate; sodium phosphate 
(monobasic); glyceryl monoricinoleate; citric 
acid; captan and perfume in an aqueous 
suspension. 


Indications: For the treatment of dandruff and 
seborrheic dermatitis of the scalp. 


Contraindications: Should not be used by 
patients allergic to any of its components. 


Warnings: Safety for use on infants has not 
been established. 


Precautions: Cutaneous sensitization of the 
scalp or adjacent areas has been reported; if 
sensitivity reactions should occur, discontinue 


lico Chamiral PAMitmaAtivsi¢tia maau saan. ia ff 


Nicer fragrance 
Lighter color 


product enters the eyes. Do not use when 
acute inflammation or exudation is present as 
an increase in absorption may occur. 


Adverse Reactions: As with other shampoos, 
oiliness or dryness of the hair and scalp may 
occur following use; there have been occasional 
reports of an increase in the amount of normal 
hair loss. Hair discoloration may occur; can be 
avoided or minimized by thorough rinsing. 


Accidental Oral Ingestion. There have been no 
documented reports of serious toxicity in humans 
resulting from acute ingestion of SELSUN: 
however, acute toxicity studies in animals suggest 
that ingestion of large amounts could result in 
potential human toxicity. For this reason, 
evacuation of the stomach contents 
should be considered in cases of 
acute oral ingestion. 0013332 
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to any of the components of the preparation. 


Precautions If irritation develops, discontinue the 
cream and institute appropriate therapy. 


In the presence of an infection, institute use of an 
appropriate antifungal or antibacterial agent. If a 
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and infants. 


The safety of topical steroids in pregnant women 
has not absolutely been established. In laboratory 
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gestating females to topical corticosteroids, in some 
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take months 
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GRISACTIN ULTRA 


(GRISEOFULVIN ULTRAMICROSIZE) 
125, 250 MG TABLETS 


Ultramicrosize GRISACTIN® Ultra offers three 
significant benefits for treating tinea infections”: 


— optimal bioavailability 
— Often the-convenience of one small tablet a day 
—economy 


Ultramicrosize GRISACTIN Ultra. All the griseofulvin 
your patients need — for as long as they need it. 


AND NOW... 
TELEAVAILABLE pa 


Physicians can request free product samples by dialing 
toll-free: Continental U.S.A.: 800-528-6050 (except Arizona) 
Arizona: 800-352-0458, Alaska/ Hawaii: 800-528-0470. 

This service is available for your convenience 24 hours-a-day, 
every day. 
“With infections due to griseofulvin-sensitive fungi. 
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BRIEF SUMMARY 

(For full prescribing information, see package circular.) 
GRISACTIN* Ultra 

Brand of griseofulvin ultramicrosize 

A Fungistatic Antibiotic 

INDICATIONS: Griseofulvin is indicated for the treatment of 
ringworm infections of the skin, hair, and nails, namely: Tinea 
corporis, Tinea pedis, Tinea cruris, Tinea barbae, Tinea 
capitis. Tinea unguium (onychomycosis) when caused by one 
or more of the following genera of fungi: Trichophyton rubrum, 
Trichophyton tonsurans, Trichophyton mentagrophytes, Trich- 
ophyton interdigitalis, Trichophyton verrucosum, Trichophyton 
megnini, Trichophyton gallinae, Trichophyton crateriform, 
Trichophyton sulphureum, Trichophyton schoenleini, Micros- 
porum audouini, Microsporum canis, Microsporum gypseum, 
Epidermophyton floccosum. 

NOTE: Prior to therapy, the type of fungi responsible for the 
infection should be identified. 

The use of this drug is not justified in minor or trivial infec- 
tions which will respond to topical agents alone. 

Griseofulvin is not effective in the following: Bacterial infec- 
tions, Candidiasis (Moniliasis), Histoplasmosis, Actinomy- 
cosis, Sporotrichosis, Chromoblastomycosis, Coccidioi - 
domycosis, North American Blastomycosis, Cryptococcosis 
(Torulosis). Tinea versicolor, Nocardiocis. 
CONTRAINDICATIONS: This drug is contraindicated in 
patients with porphyria, hepatocellular failure, and in individ- 
uals with a history of hypersensitivity to griseofulvin. 
WARNINGS: Prophylactic Usage: Safety and efficacy of 
griseofulvin for prophylaxis of fungal infections has not been 
established. 

Animal Toxicology: Chronic feeding of griseofulvin, at levels 
ranging from 0.5-2.596 of the diet, resulted in the development 
of liver tumors in several strains of mice, particularly males 
Smaller particle sizes result in an enhanced effect. Lower oral 
dosage levels have not been tested. Subcutaneous adminis- 
tration of relatively small doses of griseofulvin, once a week, 
during the first th-ee weeks of life has also been reported to 
induce hepatomata in mice. Although studies in other animal 
species have not yielded evidence of tumorigenicity, these 
studies were not of adequate design to form a basis for 
conclusions in this regard. 

In subacute toxicity studies, orally administered griseofulvin 
produced hepatocellular necrosis in mice, but this has not 
been seen in other species. Disturbances in porphyrin metab- 
olism have been reported in griseofulvin-treated laboratory 
animals. Griseofulvin has been reported to have a colchicine- 
like effect on mitosis and cocarcinogenicity with methylcho- 
lanthrene in cutaneous tumor induction in laboratory animals. 

Usage in Pregnancy: The safety of this drug during preg- 
nancy has not been established. 

Animal Reproduction Studies: It has been reported in the 
literature that griseofulvin was found to be embryotoxic and 
teratogenic on oral administration to pregnant rats. Pups with 
abnormalities have been reported in the litters of a few bitches 
treated with griseofulvin. Additional animal reproduction 
studies are in progress 

Suppression of spermatogenesis has been reported to 
occur in rats. but investigation in man failed to confirm this. 
PRECAUTIONS: Patients on prolonged therapy with any 
potent medication should be under close observation. Peri- 
odic monitoring of organ system function, including renal, 
hepatic, and hematopoietic, should be done. 

Since griseofulvin is derived from species of Penicillium, 
the possibility of cross-sensitivity with penicillin exists: 
however. known penicillin-sensitive patients have been 
treated without difficulty 

Since a photosensitivity reaction is occasionally associated 
with griseofulvin therapy, patients should be warned to avoid 
exposure to intense natural or artificial sunlight. Should a 
photosensitivity reaction occur, lupus erythematosus may be 
aggravated 

Griseofulvin decreases the activity of warfarin-type antico- 
agulants so that patients receiving these drugs concomitantly 
may require dosage adjustment of the anticoagulant during 
and after griseofulvin therapy 

Barbiturates usually depress griseofulvin activity and 
concomitant administration may require a dosage adjustment 
of the antifungal agent 
ADVERSE REACTIONS: When adverse reactions occur, they 
are most commonly of the hypersensitivity type such as skin 
rashes, urticaria, and rarely, angioneurotic edema, and may 
necessitate withdrawal of therapy and appropriate counter- 
measures. Paresthesias of the hands and feet have been 
reported rarely after extended therapy. Other side effects 
reported occasionally are oral thrush, nausea, vomiting, 
epigastric distress, diarrhea, headache, fatigue, dizziness, 
insomnia, mental confusion, and impairment of performance 
of routine activities. 

Proteinuria and leukopenia have been reported rarely. 
Administration of the drug should be discontinued if granulo- 
cytopenia occurs. 

When rare, serious reactions occur with griseofulvin, they 
are usually associated with high dosages, long periods of 
therapy, or both 
DOSAGE AND ADMINISTRATION: Adults: 250 mg daily for 
most patients, and 500 mg daily in divided doses for patients 
with fungal infections that are more difficult to eradicate. 

Children: 2.5 mg per pound of body weight per day is effec- 
tive for most children. Children 2 years of age and younger 
dosage has not been established. 7655/381 
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' Short Reports 


ten, double-spaced, with not more than six references, and should not 

exceed 600 words. If tables or figures are elements of the manuscript, 
- please limit text length to 400 words with a total of either three figures or 
tables, or a combination of both. Tables must not exceed 12 lines in depth, 
including the title. For manuscripts containing either one figure and one 
table, or two figures or two tables, maximum text length is 500 words. 
Manuscripts with text only may contain up to 600 words. The usual 
synopsis-abstract should be omitted. For other details, including copyright 
procedure, see "Instructions for Authors." 


SHORT Revorts usually concern a single case report. Text must be t ypewrit- 
i ; 


Lymphomatoid Papulosis 
With Eosinophilia 


LCDR Michael E. Moreland, MC, USNR, 
CAPT W. Taylor Johnson, MC, USN 


[ymphomatoid papulosis is a cutaneous reaction pattern 

characterized by self-healing asymptomatic papules, a 
histologic picture of malignant-appearing mononuclear 
cells, and a benign clinical course. 

We describe herein a woman with a 20-year history of 
lymphomatoid papulosis that was misdiagnosed both clini- 
cally and histologically as insect bites, primarily because of 
the unusual histologic finding of a large number of eosino- 
phils admixed with the atypical cells characteristic of 
lymphomatoid papulosis. 


Report of a Case 


A 53-year-old woman was first seen in consultation in March 
1979, when she was admitted to the hospital for medical evaluation 
of unstable angina pectoris. She had had a 20-year history of 
asymptomatic papules that waxed and waned, with individual 
lesions persisting for approximately two weeks. No variation in 
this course was noted with change in season or geographic locale. | 
During this 20-year interval, physicians had ascribed the lesions to Bytes edenatous papules to hy- 


te . . E y e . perpigmented macules, some of which 
or reactions or bites,” although no biopsy specimen had been have collüaite óf scale: 


Fig 1.—Clinical photograph of posterior 
part of leg showing lesions ranging from 


Results of the physical examination were normal with the 
exception of the skin. Here, there were approximately 20 lesions, 
involving the face, arms, buttocks, and legs, with a tendency 
toward grouping. The lesions varied from red, indurated, 5- to 
8-mm papules to hyperpigmented macules with a collarette of 
scale (Fig 1). Two lesions were covered by thick, white crusts. The 
palms, soles, and mucous membranes were not involved. 

Laboratory examination demonstrated normal blood chemistry 
levels, including serum protein and liver enzyme. A complete blood 
cell count revealed a peripheral WBC count of 6,700/cu mm, with 
2% eosinophils. A chest roentgenogram was reported as normal. 
During the patient’s two-week hospitalization course, several 
lesions were observed to evolve from edematous papules to scaly 
macules. 

Excisional biopsy specimens were taken of two well-developed 
papules. These were processed in routine fashion. Microscopic 
examination indicated focal parakeratosis, exocytosis, and spon- 
giosis. The basal layer was intact without evidence of liquefactive 
degeneration. A dense perivascular inflammatory infiltrate was 
present in the papillary and reticular dermis. The blood vessels of 


From the Department of Dermatology, National Naval Medical Center, 


Bethesda. Md Fig 2.—Malignant-appearing cells and ple- 
The opinions expressed are those of the authors and not necessarily those omor phic nuclei in dermal infiltrate, which 

of the Department of the Navy or the Department of Defense. also includes many eosinophils (hematox- 
Reprint not available. ylin-eosin, original-magnification x 400). 
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the superficial dermis were dilated; the endothelial cell nuclei were 
prominent and vesicular. The cellular infiltrate was polymorphous, 
containing lymphocytes, neutrophils, and as many as 25 eosino- 
phils per high-power field (HPF) (Fig 2). Also, there were large 
anaplastic-appearing cells displaying distinct nuclear pleomor- 
phism and increased nuclear-to-cytoplasmic ratios. The irregularly 
shaped nuclei varied from being densely hyperchromatic to vesic- 
ular with prominent clumps of nucleolar material. These cells were 
numerous (as many as 12 to 15/HPF) and were present in both 
biopsy specimens. Special stains for fungi and acid-fast organisms 
were negative. 


Comment 


The histologic specimens in this case were reviewed by 
several experienced dermatopathologists who made diag- 
noses of “superficial and deep perivascular dermatitis” and 
“histologic findings suggestive of arthropod reaction.” 

The histologic picture of a polymorphous inflammatory 
infiltrate combined with numerous eosinophils is consis- 
tent with an insect bite reaction. Large and atypical- 
appearing cells have also been reported in insect bites." 
However, in this patient, insect bite reaction is an unlikely 
diagnosis because of a 20-year history, a year-round recur- 
rence pattern, and lack of pruritus. 

The histologic picture in this case suggests both benign 
and malignant conditions. The polymorphous nature of the 
infiltrate seen in this patient would rule out the more 
common “monomorphous” cutaneous lymphomas. Cellular 
infiltrates of inflammatory and atypical mononuclear cells 
can occur in mycosis fungoides, Hodgkin’s disease, histio- 
cytosis X, and actinic reticuloid. However, these entities 
can be differentiated by their characteristic clinical fea- 
tures. The only remaining diagnosis that is compatible 
with both the clinical course and the histologic finding is 
lymphomatoid papulosis. 


Bilateral Corneal Opacities 


Valentino and Helwig? reviewed 24 cases of lymphoma- 
toid papulosis and found eosinophils to be “rare.” W. L. 
Macaulay, MD (written communication, Sept 15, 1979) has 


Lever and Schaumberg-Lever? do not mention eosinophils 
in the cellular infiltrate of lymphomatoid papulosis, Acker, 
man‘ states that “occasionally” prominent numbers of 
eosinophils are present. ; 

Whether lymphomatoid papulosis is a variant of Mucha- 
Habermann disease or a form of T-cell lymphoma remains 
a subject for speculation. Furthermore, an explanation for 
the paradox between the clinical course and the histologic 
findings is lacking, but precedent for such disparity exists 
in other dermatologic disorders including keratoacantho- 
ma, atypical fibroxanthoma, and nodular fasciitis.* 

The majority of patients with lymphomatoid papulosis 
remain in good health, with their lesions waxing and 
waning over the years. However, the ultimate prognosis 
must remain guarded because deterioration into invasive 
malignancy with deaths has occurred after many years of a 
self-healing, benign course.^ 


not encountered tissue eosinophilia as seen in this opi 
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Occurrence in a Patient Treated With Oral Isotretinoin 


Joseph Weiss, MD; Mark Degnan,t MD; Robert Leupold, MD; Lee R. Lumpkin, MD 


Congential unilateral ichthyosiform erythroderma was 
first described in 1963.’ All reported cases have been 
associated with other congenital anomalies. Although there 
has been no successful treatment of this condition, because 
of the preliminary success of oral isotretinoin for other 
forms of ichthyosis, our patient was given a trial of this 
drug. The treatment was a failure, and a complication of 
reversible corneal deposits occurred. 





From the Division of Dermatology (Drs Weiss and Lumpkin) and 
Departments of Pediatrics (Dr Degnan) and Orthopedics (Dr Leupold), 
Albany Medical College, Albany, NY. 

Deceased. 

Reprints not available. 
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Report of a Case 


A 14-month-old girl, the product of a full-term pregnancy and 
normal vaginal delivery, was seen and hospitalized at the Albany 
(NY) Medical Center in January 1977 for evaluation of multiple 
congenital abnormalities. There was no family history of anoma- 
lies. The mother had taken only the normal medications permitted 
during pregnancy. 

On physical examination, the child had a lobster-claw defor- 
mity of the left hand as well as a malformed left lower extremity. 
A well-demarcated, crusted, scaling erythroderma extended from 
the anterior midline of the trunk to the left posterior midscapula 
area (Fig 1). 

A biopsy specimen from the lower part of the left leg indicated 
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Fig 1.—Photograph of patient showing anomaly of lower extremi- 
ty, lobster-claw deformity of hand, and unilateral erythroderma. 


Fig 2.—Skin biopsy specimen showing acanthosis, parakeratosis, 
subcorneal pustule formation, and dermal lymphocyte infiltrate 


(hematoxylin-eosin, x 100). 


hyperkeratosis, parakeratosis, acanthosis, and a granular layer 
with no granular degeneration. A subcorneal pustule was present. 
The dermis showed a diffuse infiltrate of lymphocytes and 
histiocytes. Rare polymorphonuclear neutrophils and eosinophils 
also were present (Fig 2). 

A diagnosis of congenital unilateral ichthyosiform erythroder- 
ma was made, and in April 1978, treatment was begun with a 
dosage of isotretinoin, 0.25 mg/kg/day, given in two divided 
doses. The dosage was then increased by 0.25 mg/kg/wk. After 
three weeks, she was discharged from the hospital on a regimen of 
isotretinoin, 1 mg/kg/day. 

She was followed up on an outpatient basis, with serial blood cell 
counts, vitamin A level determinations, and automated blood 
chemistry studies including the fractionation of lactic dehydro- 
genase. She had a mild iron deficiency anemia develop, and a 
regimen of supplemental iron was started, but ether laboratory 
data remained normal. 

When she had reached a dosage level of 0.75 mg/kg/day of 
isotretinoin, there was a decrease in her erythroderma, although 
chelitis developed. When she had reached a dosage level of 2.25 
mg/kg/day (seven weeks after onset of therapy), corneal deposits 
were noted on ophthalmologic examination. There was no appar- 
ent impairment of vision, but the isotretinoin therapy was discon- 
tinued. Frequent physical and ophthalmic examinations showed 
that approximately two weeks after the isotretinoin therapy was 
discontinued, the corneal deposits had totally disappeared. 


Comment 


Congenital unilateral ichthyosiform erythroderma is a 
rare dermatosis, reported so far in females. Previous cases 
include those of Rossman et al' and Cullen et al? in 1969. 
Teratogenic factors have been hypothesized, but the 
patient described by Rossman et al had only a history of an 
upper respiratory tract infection in the mother during 
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pregnancy. The mother of the patient described by Cullen 
had been receiving a psychic stimulant during the first 
trimester of pregnancy. The third patient was described by 
Falek et al.? There were distinct differences in the anoma- 
lies of the histopathologic findings of these previously 
reported cases, but they were all clinically similar. 

Oral isotretinoin has been used successfully in other 
forms of ichthyosis.‘ Our patient failed to respond to this 
therapy, and, in addition, she had reversible corneal 
opacities develop while receiving isotretinoin. Oral isotreti- 
noin has caused corneal opacities in dogs at dosage levels of 
120 mg/kg/day.’ In the dogs, this condition also disap- 
peared when use of the medication was discontinued. 


This study was supported by the Division of Research Resources General 
Clinical Research Center grant 2-MO1-RR00749 from the National Insti- 
tutes of Health. 

Glenn Shear, MD, provided ophthalmologie examinations and Hoffman- 
LaRoche provided the isotretinoin. 
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Verrucous Carcinoma 


Papillomatosis Cutis Carcinoides 


John P. Ruppe, Jr, MD 


V errucous carcinoma is a low-grade squamous cell carci- 

noma, which may oecur around the mouth, in the ano- 
genital area, and on the plantar surface of the foot. 
Lesions around the mouth have been described under the 
title of oral florid papillomatosis. Verrucous carcinomas 
occurring on the male and female genitalia and in the anal 
area’ often have been called "giant condyloma acumina- 
tum,” but when confined to the penis, they are sometimes 
described as Buschke and Lowenstein tumors. Lesions on 
the plantar surface of the foot have been designated 
epithelioma cuniculatum. 

Because of the rarity of this tumor and its unusual 
location, this case of verrucous carcinoma is reported. 


Report of a Case 


A woman, aged 57 years, was first seen on Sept 6, 1979. Five 
years previously, a boil had appeared on her right buttock. When 
the area did not heal, the present lesion appeared. Recently she 
had decided to have it removed because it occasionally bled and 
excreted a foul odor. The patient was otherwise in good health. 

Examination of the right buttock disclosed a foul-smelling, 
boggy, erythematous, mushroom-shaped lesion measuring 7 cm in 
diameter on a 4-cm base (Fig 1). 

Histopathologic examination showed a markedly hyperplastic 
papillomatous epidermis composed of generally pale keratino- 
cytes, focally invaded by inflammatory cells (Fig 2). The prolifer- 
ating cells lacked anaplasia and were deeply invaginated by 
masses of horn material (Fig 3). The stroma contained a mixed cell 
population consisting primarily of plasma cells. 

The lesion was widely and deeply excised, and the wound was 
left open. No recurrence was noted after seven months. 


Comment 


Verrucous carcinomas are resistant to the usual therapy 
used for warts, for which they are sometimes mistaken, 
have a strong tendency to recur, and do not metastasize 
(except in some instances after radiation therapy). The 
differential diagnosis includes plantar warts, condyloma 
acuminatum, keratoacanthoma, and squamous cell carcino- 
ma. Ordinary squamous cell carcinoma can be differen- 
tiated from verrucous carcinoma only by deep and ade- 
quate biopsy or excision biopsy. 

Biopsy specimens of these lesions show that the epider- 
mis is acanthotic, papillomatous, and consists of large, 
pale-staining keratinocytes. Little dysplasia or mitotic 
activity of individual cells is seen, and the basal cell layer 
almost always is intact. Under low power, it appears that 
the lesion is being pushed into the underlying dermis. 

A viral cause has not been proved for verrucous carcino- 
ma. It has been suspected that benign verrucous lesions 
become lesions typical of verrucous carcinoma and that 
lesions typical of verrucous carcinoma may spontaneously 
become metastasizing squamous cell carcinomas. Neither 
transition, however, has been well established. 


From the Department of Medicine, Division of Dermatology, Health 
Sciences Center, SUNY at Stony Brook, NY. 

Read in part before the Masters Dermatological Association, Pebble 
Beach, Calif, Nov 6, 1979. 

Reprints not available. 
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Fig 1.—Erythematous, boggy, mushroom-shaped lesion 7 cm in 
diameter on right buttock. 
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Fig 2.—Hyperplastic papillomatous epidermis pushing into dermis 
(hematoxylin-eosin, x 7.5). 





Fig 3.—Benign-appearing proliferating cells arranged in papillo- 
matous configuration (hematoxylin-eosin, x 780). 
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Predisposing factors for verrucous carcinoma include 
immunosuppression, prior radiation therapy, and preced- 
ing local infections. 

Wide and deep surgical excision is the treatment of 


‘hoice. Other successfully used treatment modalities 
Prue gryotherapy, laser beam therapy, and chemosur- 


gery.’ The effectiveness of radiation therapy is controver- 
sial. . 

In the German literature,’ tumors are described under 
the titles of papillomatosis cutis and papillomatosis cutis 
carcinoides, which seem to be the same as verrucous 
carcinoma. The majority of these lesions occurred in men 
and were located on the foot or ankle. However, in seven 
cases typical lesions were described on the trunk and 
extremities, not adjacent to a mucous membrane or to the 
plantar surface of the foot. Often there was a preceding 
history of injury or infection. This case seems to be similar. 


It is proposed that the term "verrucous carcinoma" should 
include this type of lesion. 


Lewis Shapiro, MD, and Martin H. Brownstein, MD, provided advice in 
preparing the photographs and manuscript. 
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Hodgkin's Disease and Granuloma Annulare 


Robert Allen Schwartz, MD, MPH; Ronald C. Hansen, MD; Peter J. Lynch, MD 


A recent case of a patient with Hodgkin's disease, semi- 

noma of the testicle, and widespread granuloma annu- 
lare (GA) raised the possibility of an association between 
Hodgkin's disease and GA.' We describe here two patients 
with Hodgkin's disease in whom GA developed. 


Report of Cases 


Case 1.—A 57-year-old woman had, in the spring of 1976, a large 
glandular swelling in the right inguinal area. A biopsy specimen 
showed Hodgkin's disease of the nodular sclerosing type. Staging 
evaluation included lymphangiography; abdominal exploration 
determined that she had stage IIB disease. While undergoing 
radiotherapy, an enlarged supraclavicular node developed, which, 
on biopsy, showed the nodular sclerosing pattern. The cancer stage 
was changed to IIIB. From October 1976 to March 1977, she was 
treated with intermittent combined chemotherapy (mechlore- 
thamine hydrochloride, vincristine sulfate [Oncovin], procarbazine 
hydrochloride, and prednisone) (MOPP). She had remained free of 
evidence of Hodgkin's disease since that time. 

In September 1979, she noted the onset of multiple tender 
erythematous annular lesions for which she sought dermatologic 





From the Section of Dermatology, University of Arizona College of 
Medicine, Tueson (Drs Schwartz, Hansen, and Lynch); and the Department 
of Dermatology, University of California School of Medicine, San Francisco 
(Dr Schwartz). 

Reprint requests to the Department of Dermatology, University of 
California School of Medicine, 4150 Clement St, San Francisco, CA 94121 (Dr 
Schwartz). 


Case 1. Biopsy specimen of skin lesion on left dorsal side of hand. . 
Section demonstrates palisading granuloma composed of lym- 
phohistiocytic and multinucleated giant cells. Note disorder in 
arrangement of collagen bundles. Single rows of fibroblasts are 
seen between collagen bundles. Basophilic fibrillar fragments 
representing necrobiosis of collagen are found in inflammatory 
foci. No lipid is seen (hematoxylin-eosin, original magnification 


x 40). 
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evaluation two months later. The patient was an avid golfer, and response’; in addition, circulating immune complexes have * 
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most of the lesions occurred in the sun-tanned skin of her hands. 
At that time, she was noted to have multiple annular erythema- 
tous to violaceous lesions varying in size from 2 to 8 mm. These 
discrete lesions appeared chiefly on the hypothenar eminence and 
dorsa of the lateral part of the fingers of both hands. The clinical 
impression was GA. A skin biopsy was performed. The biopsy 
specimen showed the palisading granulomata with necrobiosis. 
There was a pronounced mononuclear infiltrate around a few of 
the capillaries, as well as substantial vessel wall thickening 
(Figure). 

CasE 2.—A 25-year-old man was first seen at the University of 
Arizona Medical Clinic, Tucson, in October 1978 for reevaluation 
of his Hodgkin’s disease and for a rash of recent onset. In 1972, a 
biopsy specimen of an enlarged cervical lymph node had showed 
Hodgkin’s disease of the nodular sclerosing type. On the basis of 
standard evaluation, the patient was found to have stage IIIAS 
disease. Total nodal radiotherapy was carried out in 1972. From 
1973 to 1978, the patient was treated with intermittent combined 
chemotherapy (MOPP). 

When examined at the university hospital in October 1978, he 
had active Hodgkin's disease and nontender papular skin lesions 
on the left side of the neck and on the extensor surfaces of both 
hands and arms. There was notable sparing under his watchband 
and rings. Most of the papules were 5 to 8 mm in size and were skin 
colored or very faintly erythematous. A few of the larger papules 
showed depressions in their centers, with a resultant ringed 
appearance. A clinical diagnosis of GA was made. A biopsy 
specimen supported this diagnosis but showed more than the usual 
amount of vascular change seen in GA. No evidence of cutaneous 
Hodgkin's disease was found in this biopsy specimen. 

Continued combined chemotherapy was recommended for the 
patient's Hodgkin's disease. The skin lesions were not treated. The 
patient was cared for thereafter in another city until his death in 
June 1979. No follow-up information on the skin lesions was 
available. 


Comment 


The pathogenesis of GA is unknown; recent evidence 
suggests an enhanced delayed hypersensitivity reaction’ or 
a phenomenon associated with leukocytoclastie vasculitis 
from circulating immune complexes.* Hodgkin's disease is 
associated with an abnormal delayed hypersensitivity 


been demonstrated in 20 of 40 patients with untreated 
Hodgkin’s disease in one series? and in 11 of 50 similar 
patients in another series.* Such complexes may precipitate 
between endothelial cells to produce a leukocytoclasti 
vasculitis in patients with Hodgkin's disease.’ This t 
vasculitis may appear lymphocytic unless a biopsy 1s done 
early in the course of development. Our cases did show 
substantial vascular change (ie, thickened walls and mono- 
nuclear infiltration) without leukocytoclastic changes or 
hemorrhage. 

In our patients, as in the patient previously described by 
Harman, the GA followed the Hodgkin's disease by a 
number of years. The GA in our patients had the following 
three features in common: (1) the clinical morphologic ap- 
pearance of small scattered papules in addition to the more 
usual annular lesions, (2) the distribution on sun-exposed 
skin sites, and (3) the histologic pattern combining typical 
GA with evidence of the vascular change. Whether GA and 
Hodgkin's disease are linked other than fortuitously is 
uncertain; it is attractive to postulate that Hodgkin's 
disease, or its therapy (immunosuppression), may induce 
an appropriate milieu for the development of GA. 
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Polymorphic Light Eruption Initially Confined to the Ears 


Elizabeth I. McBurney, MD, Vincent A. DeLeo, MD 


Polymorphic light eruptions are a group of photoderma- 

toses that differ in their clinical appearance and are of 
unidentified causes. Frequently, the eruptions can be 
reproduced by exposure to natural or artificial radiation.’ 
The histologic findings, although nondiagnostic, are char- 
acteristic of the disease.* The lesions are papular, papulove- 
sicular, plaque-like, or eczematous and are usually confined 
to sun-exposed areas. However, they do not develop in all 
areas of sun exposure, an often observed but unexplained 
phenomenon. We observed two patients with polymorphic 
light eruptions in whom lesions were confined to the helix 


From the Department of Dermatology, Ochsner Medical Institutions, 
New Orleans. Dr McBurney is now with the Howard Clinic, Slidell, La. 
Reprints not available. 
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of the ears for more than two years. Eventually, a more 
widespread, clinically diagnostic dermatosis developed. 


Report of Cases 


CasE 1.—A 27-year-old white man with a two-year history of red 
nodules on the helix of his left ear was first examined in March 
1976. The lesions appeared and regressed spontaneously. On 
examination, there were small erythematous nodules on the 
involved area. The clinical diagnosis was relapsing polychrondritis, 
and a biopsy was done. It showed a patchy, perivascular lympho- 
cytie infiltrate of the dermis, consistent with polymorphic light 
eruption, but no inflammation of the cartilage (Fig 1). During the 
next 14 months, the patient was seen numerous times. New 
nodules formed on the left ear (Fig 2), and, later, lesions appeared 
on the helix of the right ear. 


Polymorphic Light Eruption—McBurney & DeLeo 
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Fig 1.—Case 1. Biopsy specimen of ear nodule showing patchy 
lymphohistocytic infiltrate localized mainly around blood vessels 
of upper and middle part of dermis (hematoxylin-eosin, x 10). 


He was treated with topical 0.1% triameinolone acetonide 
creams. In June 1977, another biopsy was done, and again the 
findings were consistent with polymorphic light eruption. Direct 
immunofluorescence microscopy findings using  fluorescein- 
labeled conjugants to human IgG, IgM, IgA, and C3 of that biopsy 
specimen were negative. 

In September 1978, lesions began to appear on the patient’s 
arms, neck, and back, and in January 1979, they appeared on the 
face. All were small, erythematous papules, 3 to 5 mm in diame- 
ter. 

CasE 2.—A 55-year-old black man, first seen in February 1979, 
had had a 2!5-year history of a pruritic skin rash. The lesions had 
been confined to the ears, worsening in the summer, improving in 
the winter, but never disappearing. He had related their worsen- 
ing to sun exposure. After approximately two years, the lesions 
began to appear on his face and arms, particularly on the left arm. 
A biopsy specimen of a lesion on the left arm indicated a 
perivascular lymphocytic infiltrate in the dermis consistent with 
polymorphic light eruption. Direct immunofluorescence micros- 
copy findings of a skin biopsy specimen were negative. 


Phototesting 


Both patients were phototested with a bank of eight 
(20-W) fluorescent sunlamps, spectrum 280 to 380 nm (with 
50% output, 290 to 320 nm). After repeated exposures 
(patient 1 had seven weekly exposures and patient 2 had 
six daily exposures), small papules developed in the photo- 
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Fig 2.—Case 1. Nodules consistent with polymorphic light erup- 
tion on helix of left ear. 


test area. Biopsy specimens of these lesions showed them 
to be consistent with polymorphic light eruption and 
similar histologically to the biopsy specimens of the clinical 
lesions. 


Comment 


Our experience with the two observed patients suggests 
that the differential diagnosis of nodules of the ears should 
include polymorphic light eruption in addition to pseudo- 
pyogenic granuloma, angiolymphoid hyperplasia with eo- 
sinophilia, chondrodermatitis nodularis chronica helicis, 
relapsing polychondritis, sarcoidosis, lupus erythematosus, 
fixed drug eruption, facial granuloma, lymphocytoma 
cutis, lymphocytic infiltration of the skin, and leprosy. 


William T. Mitchell, Jr, MD, Department of Pathology, Oshsner Founda- 
tion Hospital, New Orleans, performed histopathologic examinations of all 
the biopsy specimens. 
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Books 


Dermatologie in Praxis und Klinik, edited by G. W. Korting, vol 1: General 
Dermatology, 514 pp, 354 black-and-white and 36 color illus, 77 tables, 
Stuttgart, West Germany, Georg Thieme Verlag, DM 398, 1980. 

Gunter W. Korting, professor of dermatology of the 
University of Mainz, West Germany, has now edited 
volume 1, entitled General Dermatology, the third textbook 
in his series on Dermatology in Practice and Clinic. While 
the previously published volumes 2 and 3 describe the 
clinieal aspect of dermatoses, the current one is about basic 
science, important text methods, general therapy, and 
newer fields of advances in dermatology. It is written by 35 
experts in their respective fields, 25 from Germany, four 
from Austria, two each from Holland and Switzerland, and 
one each from Norway and Sweden. 

Eight chapters cover a variety of subjects: macroscopic, 
microscopic, and electron microscopic anatomy of the skin, 
physiology of the skin, cutaneous circulation, sensory phys- 
iology, percutaneous absorption, and pruritus. The authors 
emphasize that pruritus is most effectively relieved by the 
sedative effect of antihistamines and that corticosteroids 
have only an indirect anti-inflammatory effect. Aspirin is 
useless for pruritus despite its antiprostaglandin action. 
Inorganic chemistry of the skin and the biochemistry of 
the epidermis and cutis are discussed in chapter 3. The 
increasing importance of inorganic chemistry within the 
scope of biochemistry is a result of newer knowledge of the 
metabolic function of minerals and some trace elements. 

In chapters 4 and 5, special methods of examination are 
divided into physical function tests and skin test methods, 
and the immunologic system of the skin and the immuno- 
pathology of dermatoses are concisely presented. Another 
chapter deals with the fundamentals of genetics for the 
dermatologist and emphasizes that this field is not merely 
a theoretical part of medicine but is essential for the 
understanding of the importance of genetic diseases. 

A subchapter is devoted to dermatology in twins. Exam- 
inations of twins with psoriasis and atopic dermatitis and 
what their importance means for the general population 
are discussed. A large, comprehensive treatise on dermato- 
logic therapy is presented. The reader finds a detailed 
description of local and systemic treatments, the bases of 
dermatologic therapeutics, cleansing and care of the skin, 
roentgen therapy, radioactive isotopes, balneotherapy, cli- 
matotherapy, electrotherapy (ultrasound and electrosur- 
gery), mechanotherapy (massage and dermabrasion), and 
cryotherapy. The cryospray technique and the treatment 
with fast electrodes (betatron) therapy are not mentioned. 
Thorium-X is only available as lacquer and no longer as an 
alcoholic solution. 

Subchapters deal with operative (corrective) dermatolo- 
gy, ultraviolet light (without black light), phototherapy, 
and photochemotherapy. 

The eighth chapter, on macroscopic and microscopic 
basie concepts in dermatology, delineates primary and 
secondary eruptions, the general pathologic characteristics 
of the epidermis and cutis, the pathophysiologic features of 
blister formation, and the localization characteristics of 
skin disease. Viscerocutaneous reflexes with cervical, tho- 
racic, caudal, sacral, and trigeminal projection fields are 
considered important for the localization of various skin 
conditions such as mycoses, pyodermas, herpes simplex, 
striate dermatoses, and benign and malignant tumors. In 
general, attempts to treat and possibly cure systemic 
disorders are considered to be important to the therapy for 
associated cutaneous disorders. 
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The editor has succeeded in coordinating the work of his 
various contributors so that there is little overlap or 
repetition, and all authors’ contributions are up taiate gai 
comprehensive. The paper and print are of exceMeWt quali- 
ty. The text is interspersed with 390 good to excellent 
illustrations, 36 of them in color. There are 77 instructive 
tables. 

I can highly recommend this timely text and reference 
book to dermatologists conversant in German. This trea- 
tise compares favorably with similar, recently available 
publications in the Anglo-American literature. 

ALFRED HOLLANDER, MD 
San Diego 


Cytodiagnosis in Dermatology, by Vincent Ruocco, 145 pp, with illus, 
Naples, Cooperativa Libraria Universitaria, 1980. 


This book is the only currently available textbook 
devoted almost entirely to cutaneous cytology and, in this 
sense, is a literary landmark. Dermatopathology has 
become an increasingly important discipline for the derma- 
tologist, but little attention has been paid to cytology. 
Professor Ruocco has attempted to fill this void. 

As the author points out, the textbook is not merely 
translated from Italian, but is rewritten in clear and 
easy-to-read English. Most of the terms used are standard, 
and synonyms are listed when appropriate. The contents 
include a general section that covers basic technique, 
fixation, and staining. What follows is a specialized section 
including (1) normal cytology; (2) papules and nodules, 
primarily neoplasms; and (3) vesicles and bullae, including 
some discussion of immunofluorescence microscopy. A 
wide variety of lesions is covered, each usually illustrated 
by one or more color photomicrographs with a correspond- 
ing short discussion. 

Unfortunately, the book has several shortcomings. The 
subject matter has limited audience appeal. Generally, a 
dermatologist (at least in the United States) is not trained 
in cytology, especially in diagnostic cytology, which would 
enable one to distinguish Bowen’s disease from Paget’s 
disease on a smear. The textbook does not provide the. 
necessary background to appreciate these fine cytologic 
distinctions. However, the pathologist trained in cytology 
would find it impractical to attempt to differentiate 
between many of these lesions, since a punch biopsy is so 
easy to perform and also much easier to interpret. Cuta- 
neous cytology does have importance in dermatology and 
pathology, but it must be at a practical level. The quality of 
the illustrations in this volume is generally poor; many are 
taken at magnifications too low for details to be appre- 
ciated. Others are out of focus, which, along with the 
prominent drying artifact makes interpretation difficult. 
The author prefers drying smears before fixation and 
staining, but this view is not shared by the majority of 
cytologists since nuclear detail is frequently obscured. 
Finally, the binding is inferior, which is unfortunate for a 
book that will be frequently opened and closed. 

Because of its uniqueness, the book will be an important 
contribution to a complete library of dermatopathology; 
however, for the practicing dermatologist, the book will be 
of limited value. i 

RONALD J. BARR, MD 
Orange, Calif 
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a neri 
bath oil 


New evidence shows: 


Protection from 
dry skin begins 
A right Irom day one 


In an 18-day study, patients who bathed 
with Alpha Keri” Bath Oil were compared 
with patients who followed their normal 
bathing regimen. When results in the eight 
patients were evaluated by dermatologists: 


B Alpha Keri patients showed improved 
Skin on the first day of study. 


E Improvement increased day after day. 


„and increases until 
improvement extends 
throughout the day. 


By day 17, Alpha Keri patients showed 
improvement over control patients at 
every evaluation during those 24 hours. 


KERI” 

Therapyas AN Kari e Moe. 

pleasing as it |R CARE. ~ rizers to 
is effective. THERAPEUTIC provide extra 
i protection 

for hands, 
knees, 
elbows and 
other sensi- 
tive problem 
areas. 


LUIESTLUOOD*® 


PHARMACEUTICALS INC. 

Buffalo, New York 14213 

In Canada, Belleville, Ontario K8BN5E9 
* 1980 W.P. Inc. 
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When the profile suggests neomycin sensitivity, 


POLYS PORIN Ointmen 


(polymyxin B-bacitracin) 





...is uncommon y good treatment 


© Polysporin® Ointment 
rarely induces sensitization 
and may be used routinely 


v Highly effective in 
vitro* against common 
dermatologic pathogens 


w Polymyxin B is active 
against susceptible 
gram-negative bacteria 










Bacitracin is active 
against susceptible 
gram-positive organisms 


*In vitro data do not necessarily correlate with in vivo results. 


UNCOMMONLY GOOD IN YOUR 


Polysporin® Ointment (Polymyxin B-Bacitracin ) 

DESCRIPTION: Each gram contains: Aerosporin® (Polymyxin B Sulfate) 
10,000 units, bacitracin zinc 500 units, special white petrolatum qs. 
ACTIONS: Polymyxin B is one of a group of closely related substances pro- 
duced by various strains of Bacillus polymyxa. Its activity is sharply restricted 
to gram-negative bacteria, including many strains of Pseudomonas 
aeruginosa. 

Bacitracin, an antibiotic substance derived from cultures of Bacillus subtilis 
(Tracy ), exerts antibacterial action in vitro against a variety of gram-positive 
and a few gram-negative organisms. 

INDICATIONS: Therapeutically (as an adjunct to systemic therapy when indi- 
cated), for topical infections, primary or secondary, due to sus- 
ceptible organisms, as in: * infected burns, skin grafts, surgi- 
cal incisions, otitis externa * primary pyodermas (impetigo, PR 
ecthyma, sycosis vulgaris, paronychia) * secondarily infect- 
ed dermatoses (eczema, herpes, and seborrheic dermatitis) 





Burroughs Wellcome Co. 
Research Triangle Park 
North Carolina 27709 


f » 
' 


Ww For therapeutic 
treatment of topical 
infections due to 
susceptible organisms, and 
prophylactic treatment to 
help prevent bacterial 
contamination in minor skin 
lesions ( please see 
INDICATIONS section in 
the brief summary below) 


\ No Rx needed—you 
can recommend it 






















































































* traumatic lesions 

Propbylactically, 1 
tion in burns, skin gr 
minor cuts and wounds 


CONTRAINDICATIONS: This pra Ta aed in in those individuals 
who have shown hypersensitivity to any of its components. 

PRECAUTIONS: As with other antibiotic preparations, prolonged use may 
result in overgrowth of nonsusceptible organisms, including fungi. Appropri- 
ate measures should be taken if this occurs. 

DOSAGE AND ADMINISTRATION: Apply a small quantity to the affected 
area 2 to 5 times daily, depending on the severity of the 
condition. May be left exposed or covered with a dressing, 
as indicated. 


packet of 1/32 oz (approx. ), box of 144; tubes of 1/2 and 1 oz. e 


HOW SUPPLIED: Convenient, disposable, single-use foil ® 


Gentle, low-pH cleansing. 


Mild, non-complicating cleansing is often the indicated 
first step in the treatment of many dermatologic 
conditions. 


And evidence shows that low pH cleansers reduce 
potential for skin irritation." 


New pHresh 3.5™ solution is the lowest pH skin 
cleanser available. Laboratory tests show it to have 
a very low irritation index.? Itis non-irritating and 
non-drying, particularly important for patients with 
sensitive skin. 


Further, pHresh 3.5 cleanser does not interfere with 
the action of benzoyl peroxide or other topical 
acne preparations, nor with topical steroid therapy. 


Because of its uniquely gentle nature, pHresh 3.5 
cleanser has many uses in your practice—both 
for specific skin conditions and for general skin care. 


1. Frosch PJ and Kligman AM: The soap chamber test. A new method for 
assessing the irritancy of soaps. J Am Acad Derm 1:35-41, July 1979 
2. Data on file, Medical Department, Riker Laboratories. Inc 


e*t. 


à Gentle. Versatile. 


Riker Laboratories, Inc. 
Northridge, California 91324 








an acne agent" 


Specific because it works 
the way acne works— 
from the inside out. 


Evidence to date suggests that 


Retin-A* (tretinoin) can partially 
reverse abnormal keratinization 
and reduce the adhesiveness of 
horny cells within the follicle; 
thus by keeping the follicle 
clear, Retin-A decreases the ac- 
cumulation of sebum, which 
inherently inhibits both the pro- 
liferation of P. acnes and the 
production of free fatty acids. 


so specific 





SO SPECIFIC, IT’S EFFECTIVE ALONE. 
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In a study of 127 patients’ with difficult-to-clear grades II 
and III acne, 8096 showed excellent to good results after 11 weeks 
of treatment with Retin-A 0.0196 Gel. There was: 


A 6696 reduction in papules 


A 6896 reduction in pustules 


A 7196 reduction in comedones 


Discontinuance due to erythema, irritation 
and peeling was only 1.596 


"TRADEMARK 
t Data on file, Dermatological Division, Ortho Pharmaceutical Corporation. 


i Concomitant topical medication should be used with caution because of possible 
interaction with tretinoin. Particular caution should be exercised in using preparations 
containing peeling agents (such as sulfur, resorcinol, benzoyl peroxíde, or salicylic 
acid) with Retin-A. It also is advisable to "rest" a patient's skin until the effects of peeling 
agents subside before use of Retin-A is begun. 
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so versatile. 


SO VERSATILE, IT CAN BE 
USED EFFECTIVELY WITH ADJUNCTS: 





Retin-A* and benzoyl 
peroxide 


“Many patients with moderate 
‘o severe inflammatory acne may 
»enefit from sequential treatment 
with tretinoin and benzoyl per- 
;xxide. This regimen combines 
he comedolytic properties of tre- 
inoin with the antibacterial effect 
Df benzoyl peroxide and, in 
nany patients, obviates the need 
or systemic antibiotics." 

The efficacy of benzoyl perox- 
de in 5% and 10% concentrations 
ippears to increase when used 
vith tretinoin? 








Retin-A* and topical 
antibiotics 


Tretinoin is clinically effective 
in inflammatory acne, particularly 
when combined with antimi- 
crobial therapy’ 


References: 1. Shalita AR, et al: Dermatol 2:52, 
December 1979. 2. J Invest Dermatol 73:(no. 5):439, 
1979. 3. Mills OH, Kligman AM: Acta Derm Venereol 
58:555, 1978. 


Retina 


(tretinoin) 
Gel 0.01% /Cream 0.05% 





Retin-A Gel 0.01% 
Available in an economical 45 gram tube, 
as well as the original 15 gram tube. 


Retin-A Cream 0.05% 
Available in tubes of 20 grams and 
45 grams. 


Also available as: 

Retin-A Gel 0.025%, tubes of 15 and 
45 grams 

Retin-A Cream 0.1%, tubes of 20 grams 
Retin-A Liquid 0.05%, amber bottles of 
28 ml 


Before prescribing, please consult complete 
roduc information, a summary of which 
ollows: 
Indications: RETIN-A is indicated for topical 
application in the treatment of acne vulgaris, 
primarily grades I, II, and III in which come- 
dones, papules, and pustules predominate. It 
is not effective in most cases of severe pus- 
tular and deep cystic nodular varieties (acne 
conglobata). 
Contraindications: Use of the product 
should be discontinued if hypersensitivity to 
any of the ingredients is noted. 
Warnings: Recent studies in hairless albino 
mice suggest that tretinoin may accelerate the 
tumorigenic potential of ultraviolet radiation. 
Although the significance to man is not clear, 
patients should avoid or minimize exposure 
to sun. Concomitant topical medication 
should be used with caution because of 
possible interaction with tretinoin. Particular 
caution should be exercised in using prepara- 
tions containing peeling agents (such as sulfur, 
resorcinol, benzoyl peroxide, or salicylic acid) 
with RETIN-A. It also is advisable to “rest” a 
patient's skin until the effects of peeling agents 
subside before use of RETIN-A is begun. 
Exposure to sunlight, including sunlamps, 
should be minimized during the use of 
RETIN-A and patients with sunburn should be 
advised not to use the product until fully 
recovered because of heightened suscep- 
tibility to sunlight as a result of the use of 
tretinoin. Patients who may be required to 
have considerable sun exposure due to oc- 
cupation and those with inherent sensitivity 
to the sun should exercise particular caution. 
Use of sunscreen products and protective 
clothing over treated areas may be prudent 
when exposure cannot be avoided. Other 
weather extremes, such as wind or cold, also 
may be irritating to patients under treatment 
with tretinoin. RETIN-A should be kept away 
from the eyes, the mouth, angles of es nose, 
and mucous membranes. Topical use may 
induce severe local erythema and peeling at 
the site of application. If the degree of local 
irritation warrants, patients should be directed 
to use the medication less frequently, discon- 
tinue use temporarily, or discontinue use 
altogether. Tretinoin has been reported to 
cause severe irritation on eczematous skin 
and should be used with utmost caution in 
patients with this condition. 
Precautions: Medicated or abrasive soaps 
and cleansers, soaps and cosmetics that have 
a strong drying effect, and products with high 
concentrations of alcohol, astringents, spices, 
or lime should be used with caution because 
of possible interaction with tretinoin. If medi- 
cation is applied excessively, no more rapid 
or better results will be obtained and marked 
redness, peeling, or discomfort may occur. 


DERMATOLOGICAL DIVISION 
ORTHO PHARMACEUTICAL 
CORPORATION 

Raritan, New Jersey 08869 

a Gohwonfohmion Company 


ORTHO 


(C) oPC 1980 
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- New Head & Shoulders 








% improvement in scalp condition 
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2.5% selenium $ 
e sulfide 
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Orentreich, N., et al. : Comparative study of two antidandruff 
preparations, J. Pharm. Sci. 58 :1279 (Oct.) 1969. 
*Head & Shoulders without active ingredient. 







Proven 
therapeutic 
effectiveness... 


now available 
in two formulas 





Regular 


ə 
“ogditioning Formula 
we 5 Formula 


or Extra Manageability 
#7 


Conditioning Shampoo 
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For the extra 
manageability 
some patients want 


New Head & Shoulders conditioning 
formula leaves hair even more manageable 
than regular Head & Shoulders. 

So hair is easier to comb when it's wet, 
easier to style when it's dry. Static flyaway is 
controlled and hair is left generally healthy 
looking —all without sacrificing therapeutic 
effectiveness. 


For unbeatable 
dandruff control 


New Head & Shoulders conditioning 
formula is every bit as effective as regular 
Head & Shoulders. Together, they share an 
unsurpassed record of clinical effectiveness 
equal to that of the leading Rx shampoo. 

In atrial of Head & Shoulders, a 2.5% 
selenium sulfide suspension and a placebo 
(Head & Shoulders without its active 
ingredient), Head & Shoulders proved to be as 
effective as the leading Rx shampoo in the 
treatment of seborrheic dermatitis. 


Priced for compliance 


Head & Shoulders conditioning formula is 

just as low priced as Head & Shoulders regular 
formula. And that could mean a substantial 
savings over other dandruff treatment 
shampoos. 


Encourages regular use for 
sustained control of dandruff 
and seborrheic dermatitis 


Expand Your Horizons 
And Those of Your 
Nursing Home Patients 





pila 
further your understanding of your role in regard to: your 
nursing home patients; their families; and the nursing home 
staff. Published by the American Medical Association, The 
Medical Director in the Long-Term Care Facility is the 
only book of its kind. 


The Table of Contents includes: 


e Doctor s Role in the Nursing Home 

e Medical Direction in Long-Term Care Facilities 

e Role Relationships of the Medical Director 

e The Role of the Physician in Long-Term Care 
Facilities— The Administrator s Viewpoint 

e Federal Regulations and Proposed Duties for the 
Medical Director in the Skilled Nursing Facility 

e The Nursing Home's Medical Director— 
A New Breed of Mentor 


The Medical Director in the Long-Term Care Facility 
should help you to meet the nursing home problems which 
you encounter. Use the coupon to order this valuable 
compendium today. | 
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Order Dept./OP-22 S/J 
American Medical Association 
P.O. Box 821/Monroe, WI 53566 
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EryDerm 
Erythromycin Topical 
Solution 


Prescribing Information 


DESCRIPTION: Erythromycin is an antibiotic 
produced from a strain of Streptomyces 
erythraeus. It is basic and readily forms salts 
with acids. Each ml of ERYDERM (erythromy- 
cin topical solution) contains 20 mg of eryth- 
romycin base in a vehicle consisting of 
polyethylene glycol, acetone, and alcohol 
77%. 


ACTIONS: Although the mechanism by 





. which ERYDERM acts in reducing inflamma- 


tory lesions of acne vulgaris is unknown, it 
is presumably due to its antibiotic action. 


INDICATIONS: ERYDERM is indicated for 
the topical control of acne vulgaris. 


CONTRAINDICATIONS: ERYDERM is con- 
traindicated in persons who have shown 
hypersensitivity to any of its ingredients. 


WARNINGS: The safe use of ERYDERM 
during pregnancy or lactation has not been 
established. 


PRECAUTIONS: ERYDERM is for external 
use only and should be kept away from the 
eyes and mucous membranes including 
those of the nose and mouth. Concomitant 
topical acne therapy should be used with 
caution because a cumulative irritant effect 
may occur, especially with the use of peeling, 
desquamating, or abrasive agents. 

The use of antimicrobial agents may be 
associated with the overgrowth of antibiotic 
resistant organisms. If this occurs, adminis- 
tration of this drug should be discontinued 
and appropriate measures taken. 


ADVERSE REACTIONS: Adverse condi- 
tions experienced included dryness, pruritus, 
erythema, desquamation, and burning sensa- 
tion. 


DOSAGE AND ADMINISTRATION: 
ERYDERM should be applied to the affected 
area twice a day after the skin is thoroughly 
washed with warm water and soap. Use 
enough solution to cover the affected area 
lightly. 

HOW SUPPLIED: ERYDERM (erythromycin 
topical solution) is supplied in 60 ml bottles 
(NDC 0074-2698-02). Store at temperatures 
below 86°F (30*C). 


Abbott Laboratories 
North Chicago, IL60064 






For the topical co ntrol 
of acne inte ris 
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“topical 2% erythromycin 


is a moderately effective 
drug for the treatment of 
inflammatory acne 
vulgaris. Significant 
clinical improvement was 
noticeable after 2 weeks of 
therapy and was 
maintained throughout the 
course of the study.” 


1. Bernstein, J.E. and Shalita, A.R., 


Topically Applied Erythromycin in 
Inflammatory Acne Vulgaris, 


Journal of the American Academy 


of Dermatology, April, 1980 


a Quick drying—no sticky film 
a [he first 2% topical erythromycin solution 


= Simple therapeutic regimen: applied 
twice daily 


2 Clinically proven 


a Only mild, local irritation (7% incidence) 
reported in study of 348 patients 
2 Shatterproof plastic bottle 


“=a Abbott Laboratories 
North Chicago, 





2 Stability assured for 24 months 


IL60064 
-ach ml contains 20 mg of erythromycin base in a vehicle See opposite page for & 
consisting of polyethylene glycol, acetone and alcohol 77% prescribing information " 








start from scratch 
fo relieve 


the itch 





Tarax 


ydroxyzine HCI) 


TABLETS: 10 mg and 25 mg SYRUP: 10 mg per 5 ml, ethyl alcohol 0.5% v/v 


Proven clinically effective for pruritus 
associated with allergic conditions 

e demonstrated antihistaminic/antipruritic activity 
e rapid onset of action 


e prescribed more frequently by allergists and 
dermatologists than any other antipruritic agent* 


Contraindications: Hypersensitivity to hydroxyzine. Hydroxyzine, when ad- 
ministered to the pregnant mouse, rat, and rabbit, induced fetal abnormalities 
in the rat and mouse at doses substantially above the human therapeutic 
range. Safety in human pregnancy has not been established. Until such data 
are available, hydroxyzine is contraindicated in early pregnancy. 

Warnings: Nursing Mothers — It is not known whether hydroxyzine is excreted 
in human milk. Since many drugs are so excreted, hydroxyzine should not be 
given to nursing mothers. 

Precautions: THE POTENTIATING ACTION OF HYDROXYZINE MUST BE CON- 
SIDERED WHEN THE DRUG IS USED IN CONJUNCTION WITH CENTRAL NER- 
VOUS SYSTEM DEPRESSANTS SUCH AS NARCOTICS, NON-NARCOTIC 
ANALGESICS AND BARBITURATES. Therefore, when central nervous system 
depressants are administered concomitantly with hydroxyzine, their dosage 
should be reduced. Since drowsiness may occur, patients should be warned of 
this possibility and cautioned against driving a car or operating dangerous ma- 
chinery. Patients should be advised against the simultaneous use of other CNS 


‘based on market research data on file at Roerig/Pfizer 


= 
©1979 Pfizer Inc 
» 


depressant drugs and cautioned that the effect of alcohol may be increased. 
Adverse Reactions: Side effects reported are usually mild and transitory in na- 
ture. Anticholinergic— Dry mouth. Central Nervous System — Drowsiness is 
usually transitory and may disappear ina few days of continued therapy or 
upon reduction of the dose. Involuntary motor activity, including rare in- 
stances of tremor and convulsions, have been reported, usually with doses 
considerably higher than those recommended. 

Supply: Tablets, containing 10 mg, 25 mg, or 50 mg hydroxyzine hydrochlo- 
ride, 100's and 500's; Tablets containing 100 mg, 100's; Syrup containing 

10 mg per teaspoonful (5 ml) and ethyl alcohol 0.5% v/v, pint bottles. 


Before prescribing or administering, see package circular. 


ROeRIGGZ» 


A division of Pfizer Pharmaceuticals, New York, N.Y. 10047 


Lichenification . 


The incessant pruritus associated with 
neurodermatitis or lichen simplex causes 
repeated excoriation and the develop- 
ment of stubborn lichenified patches. 
|e (—> a wm provides prompt antipruritic` ac- 
tivity in a moisturizing emollient base that 
penetrates and lubricates the dry, thic- 
kened areas of inflammation...without 
greasiness or sweat retention. A wise 
choice for excoriated steroid-responsive 
lesions. 


Lidex-E 
(fluocinonide) 
(95 (- 101111995; 


Potency in 
a versatile 








emollient base. 


Artist's rendition of 
lichenification commonly 
encountered in atopic 
dermatitis. Intercellular 
edema with epidermal 
spongiosis is also evident. 
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Moisture Conservation for the Skin 


Cacti make the desert bloom with _ is lipid free. There are no oils: no moderate to severe h yperkeratosis, 
beauty. . . by conserving water. lanolin, no oily film, no oily or on thick, rough locations 
Carmo! 10 Urea Lotion feel. And Carmol also contains plete the extra penetration of 


and Carmol 20 Urea Cream use none of the common potentially ^ 2095 urea is indicated.* 


the same principle to help dry irritating preservatives. 

skin to bloom again. Help your patients with CARMQL IQ 
The urea in the Carmol hyperkeratosis /dry skin to 10% Uren Labor 

formulas mobilizes the body s conserve their natural skin 

own moisture to foster moist, moisture ; recommend eue 20O 

supple skin. It draws moisture Carmol. Carmol 10 for 

to the stratum corneum and dry skin anywhere D 20% Urea Cream 


conserves it there. Yet, unlike on the body.* 


i H ] BJ «=. | | 
occlusive moisturizers, Carmol Carmol 20 for — gw |S) SYNTEX | 


5 D 

(T 2c 3 [i SYNTEX LABORATORIES, INC. 
J Pee tag : INGRAM DIVISION 

ME PALO ALTO, CALIFORNIA 94304 
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Expand Your Horizons 
And Those of Your 
Nursing Home Patients 





This compilation of articles and memoranda is geared to 
further your understanding of your role in regard to: your 
nursing home patients; their families; and the nursing home 
staff. Published by the American Medical Association, The 
Medical Director in the Long-Term Care Facility is the 
only book of its kind. 


The Table of Contents includes: 


e Doctor s Role in the Nursing Home 

e Medical Direction in Long-Term Care Facilities 

e Role Relationships of the Medical Director 

e The Role of the Physician in Long-Term Care 
Facilities— The Administrator s Viewpoint 

e Federal Regulations and Proposed Duties for the 
Medical Director in the Skilled Nursing Facility 

e The Nursing Home's Medical Director— 
A New Breed of Mentor 


The Medical Director in the Long-Term Care Facility 
should help you to meet the nursing home problems which 
you encounter. Use the coupon to order this valuable 
compendium today. 
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American Medical Association 
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Please send... copy(ies) of THE MEDICAL DIREC- 
TOR IN THE LONG-TERM CARE FACILITY, OP-22, at 
$3.50 each. Enclosed is $___  . , payable to the 
AMA. Allow 4-5 weeks for delivery. 
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CARMOL HC 


[HYDROCORTISONE ACETATE 
CREAM 1% 


Description: 

Carmol HC contains micronized hydrocortisone 
acetate, USP. 10 mg./g., in a water-washable 
vanishing cream containing urea (10%), purified 
water, stearic acid, isopropyl myristate, PPG-26 
oleate, isopropyl palmitate, propylene glycol, tri- 
ethanolamine, cetyl alcohol, carbomer 940, sodium 
bisulfite, sodium laureth sulfate, edetate disodium, 
xanthan gum; scented with hypoallergenic per- 
fume. Carmol HC is non-lipid, non-occlusive and 
hypoallergenic: it contains no mineral oil, petro- 
latum, lanolin or parabens. 


Actions: 

Topical steroids are primarily effective because of 
their anti-inflammatory, antipruritic and vasocon- 
strictive actions. 


Indications: 
For relief of the inflammatory manifestations of 
corticosteroid-responsive dermatoses. 


Contraindications: 

Topical steroids are contraindicated in those pa- 
tients with a history of hypersensitivity to any of the 
components of the preparation. 


Precautions: 
If irritation develops, the product should be discon- 
tinued and appropriate therapy instituted. 


In the presence of an infection, the use of an 
appropriate antifungal or antibacterial agent should 
be instituted. If a favorable response does not occur 
promptly, the corticosteroid should be discontinued 
until the infection has been adequately controlled. 


If extensive areas are treated or if the occlusive 
technique is used, there will be increased systemic 
absorption of the corticosteroid and suitable pre- 
cautions should be taken, particularly in children 
and infants. 


Although topical steroids have not been reported to 
have an adverse effect on human pregnancy, the 
safety of their use in pregnant women has not 
absolutely been established. In laboratory animals, 
increases in incidences of fetal abnormalities have 
been associated with exposure of gestating females 
to topical corticosteroids, in some cases at rather 
low dosage levels. Therefore, drugs of this class 
should not be used extensively on pregnant patients 
in large amounts, or for prolonged periods of time. 


Carmol HC Cream is not for ophthalmic use. 


Adverse Reactions: 

The following local adverse reactions have been 
reported with topical corticosteroids, especially 
under occlusive dressings: burning, itching, irrita- 
tion, dryness, folliculitis, hypertrichosis, acneform 
eruptions, hypopigmentation, perioral dermatitis, 
allergic contact dermatitis, maceration of the skin, 
secondary infection, skin atrophy, striae, and 
miliaria. 

Dosage and Administration: 

Apply to affected areas 3 or 4 times daily. 


How Supplied: 
Carmol HC (hydrocortisone acetate) Cream 1% is 
supplied in 1 oz. tubes and 4 oz. jars. Protect from 
excessive heat. 


Caution: 
Federal (U.S.A.) law prohibits dispensing without a : 
prescription. 


S| SYNTEX 


SYNTEX LABORATORIES, INC. 
INGRAM DIVISION 


PALO ALTO, CALIFORNIA 94304 ld 


Hyperkeratosis frequently 
complicates steroid-responsive 
dermatoses, such as atopic 
dermatitis. When it does, Carmol 
HC Cream is often an effective 
therapeutic choice. On two 
counts. First, Carmol HC Cream 
provides the anti-inflammatory 


HC Hycrocortisone 
Acetate) Crea 


——Bimodal.. . Anti-inflammatory/Keratolytic 


and antipruritic action of 195 
hydrocortisone acetate in a 
lipid -free vanishing cream base 
without preservatives. Secondly, 
the 10% urea in the 
formulation hydrates, 

softens and smooths 
hyperkeratotic skin. las 


And bimodal Carmol HC C 
is considered gentle enough 
use on the face, or for pedia 
patients.* Supplied in 1 oz. f 
or 4 oz. jars. 


IS) SYNTEX 


SYNTEX LABORATORIES, IN¢ 
INGRAM DIVISIC 
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Kill the female itch mite (sarcoptes 
scabiei) and you've stopped the current 
scabies epidemic. Because when she 
burrows deep into the stratum corneum, 
she defies diagnosis and resists removal 
by surface-acting medications and 
cleansers. Her success has been making 
headlines around the country— with re- 
ports of scabies outbreaks in rural and 
suburban areas as well as in the cities. 

A quick and simple diagnosis. 
Scabies can mimic a number of der- 
matological conditions,'-? such as urticaria, furunculosis 
and dermatitis—as well as syphilis, with which it may 
coexist. But there's an almost foolproof way to recognize 
it. Even in the absence of the fierce nocturnal itching? and 
the lesion distribution characteristic of the disease 
(hands, wrists and elbows in 9 out of 10 cases),' a quick 
microscopic look can confirm your scabies diagnosis. 

To demonstrate the itch mite, look for an unscratched, 
inhabited burrow (wherever the patient says he itches at 
that very moment is a likely spot). Use a strong light, a 
magnifying glass and a surgical blade to which a drop of 
mineral oil is added. Scrape several sites. Transfer the 
material to a slide, cover and examine under low power 
magnification.’ 3-4 (If you don't spot any parasites in egg, 
larvae or adult stages, look for their red fecal compac- 
tions. They can be just as diagnostic.) 

Kwell: penetrating action to kill mites, their eggs and 
larvae. Once you've found scabies, there's a positive way 
to eradicate it. Kwell (1% gamma benzene hexachloride) 
Lotion or Cream. It penetrates to reach the scabietic bur- 
rows, kill the female mites and, of course, the less tena- 
cious males, as well as their eggs and any larvae that may 
have hatched. In fact, Kwell works so consistently and 
well against scabies that it has been the most widely 
brescribed scabicide for three decades. 


Cream/Lotion 


KWELL:--o ~ 





END THE EPIDEMIC 
IS OVER HER DEAD 
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Nearly 10096 effective. The clinical 
record of Kwell has never been sur- 
passed by any other pediculicide. It is 
“nearly 100% effective,"' and often 
works with a single application 
(a second or third application may be 
made at weekly intervals, if needed). 
Your patients will appreciate the low 
risk of sensitization and irritation.® © 
And you will appreciate that Kwell 
works so predictably that it serves to 
confirm your diagnosis of scabies. 
Not many pharmaceutical preparations can match that 
record of dependability. 

CONTRAINDICATIONS: Kwell Cream and Lotion is contraindicated for 


individuals with known sensitivity to the product or any of its components. 


WARNING: KWELL CREAM AND LOTION SHOULD BE USED WITH CAUTION 
ESPECIALLY ON INFANTS, CHILDREN, AND ON PREGNANT WOMEN. 
LINDANE PENETRATES HUMAN SKIN AND HAS THE POTENTIAL FOR CNS 
TOXICITY. STUDIES INDICATE THAT POTENTIAL TOXIC EFFECTS OF 
TOPICALLY APPLIED LINDANE ARE GREATER IN THE YOUNG. Seizures have 
been reported after the use of lindane but a cause and effect relationship has not 
been established. 

Simultaneous application of creams, ointments, or oils may enhance the 
percutaneous absorption of lindane. 

PRECAUTIONS: If accidental ingestion occurs, prompt gastric lavage will rid the 
body of large amounts of the toxicant. However, since oils favor absorption, 
saline cathartics for intestinal evacuation should be given rather than oil laxatives. 
If central nervous system manifestations occur, they can be antagonized by the 
administration of pentobarbital or phenobarbital. 

If accidental contact with eyes occurs, flush with water. If irritation or 
sensitization occurs, discontinue use and contact a physician. 

ADVERSE REACTIONS: Eczematous eruptions due to irritation from this product 
have been reported. 

REFERENCES: 1. Patient Care 7:94, Nov. 1, 1973. 2. Stankler, L.: Practitioner 
210:803, June 1973. 3. Domonkos, A.N. (ed.): Andrews' Diseases of the Skin: 
Clinical Dermatology, ed. 6, Philadelphia, W.B. Saunders Company, 1971, 

pp. 511-513. 4. Muller, G., et al: Arch. Dermatol. 107:70, Jan. 1973. 5. James, 
B.H.E.: Br. Med. J. 1:178, Jan. 15, 1972. 6. Sollman, T.: A Manual of Pharma- 
cology, ed. 8, Philadelphia, W.B. Saunders Company, 1957, p. 178. 

SEM courtesy of J.M. Rower, M.D., Columbus, Ohio 
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THE SCABICIDE OF CHOICE. 


An unsurpassed standard of therapy 





Itching from scabies can be maddening. And 
with scabies (unlike most other disease states) 
the first symptom is the last to go even though 
the cause has been eliminated. Dead mites, 
eggs and fecal matter remain in the stratum 
corneum where they can continue to cause se- 
vere irritation and itching for a week or longer. 
In spite of your directions to the contrary, the 
persistence of the itch may lead some patients 
to reapply their scabies medication unneces- 
sarily. So, after you have killed the scabies 
mites with KWELL® (lindane 1%)*—the scabi- 
cide of choice— kill the itch. 


EPIFOAM™ (hydrocortisone acetate 1%): 
for the irritation and inflammation of post- 
scabietic itch. 


EPIFOAM is effective follow-up therapy for the 
intolerable symptom of scabies—the itch. It 
contains hydrocortisone acetate—widely rec- 


pifoam 


(hydrocortisone acetate 1%) 


THE SECOND HALF 
OF SCABIES THERAPY. 





AFTER YOU KILL THE ITCH MITES, 


KILL THE ITCH. 


ognized for its antipruritic and anti-inflamma- 
tory actions.’ 


EPIFOAM is cosmetically elegant: nongreasy, 
nonstaining and smooths easily into the skin. 
Its unique foam base is a soft touch for tender, 
irritated skin. 


EPIFOAM is supplied in a push button, 10 g 
aerosol for quick and convenient application. 

EPIFOAM. So you can kill the itch after you 
kill the itch mite. 


*Before prescribing KWELL® Cream or Lotion, please 
see full prescribing information, a summary of which 
appears on the preceding page 


REFERENCES: 1. Stone OJ: Cont Ed Fam Phys 3 (No 


3).40, March 1975. 2. Modell W (ed): Drugs of Choice 


1978-1979. St. Louis, CV Mosby Co, 1978, p. 729 
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EPIFOAM'" 

(hydrocortisone acetate 1% in a base of pramoxine 
HCI, propylene glycol, cetyl alcohol, PEG-100 stear- 
ate, glyceryl stearate, laureth-23, polyoxyl-40 stear- 
ate, methylparaben, propylparaben, trolamine or 
hydrochloric acid to adjust pH, purified water, butane 
anc propane propellants [inert]) 


Before prescribing, see complete product information 
of ‘Which the following is a brief summary. 


Contraindications: Topical steroids are contraindi- 
cated in those patients with a history of hypersensi- 
tivity to any of the components of the preparation 


Precautions: If irritation develops, the product should 
be discontinued and appropriate therapy instituted. 


In the presence of an infection, the use of appropriate 
antifungal or antibacterial agents should be instituted 
If a favorable response does not occur promptly, the 
corticosteroid should be discontinued until the infec- 
tion has been adequately controlled 


If extensive areas are treated or if the occlusive tech- 
nique is used, the possibility exists of increased sys- 
‘temic absorption of the corticosteroid and suitable 
precautions should be taken particularly in children 
and infants 


Although topical steroids have not been reported to 
have an adverse effect on human pregnancy, the safe- 
ty of their use in pregnant women has not absolutely 
been established. In laboratory animals, increases in 
incidence of fetal abnormalities have been associated 
with exposure of gestating females to topical cortico- 
steroids, in some cases at rather low dosage levels 
Therefore, drugs of this class should not be used ex- 
tensively on pregnant patients, in large amounts, or 
for prolonged periods of time 


This product is not for ophthalmic use. 


Adverse Reactions: The following local adverse reac- 
tions have been reported with topical corticosteroids 
burning, itching, irritation, dryness, folliculitis, hyper- 
trichosis, acneiform eruptions, hypopigmentation, 
allergic contact dermatitis, maceration of the skin, 
secondary infection, skin atrophy, striae, and miliaria 


Dosage and Administration: Apply to affected areas 3 
or 4 times daily. Transfer the medication to a pad and 
apply gently, or apply the foam directly. 


How Supplied: Available in 10 g pressurized cans. 


T Reed & Carnrick/Kenilworth, N.J. 07033 


Join hands 
with your colleagues 
around the world... 


to improve 
health care 
for the people 
of all nations 





When you join the World Medical Association, you join thousands of 
your colleagues around the world in supporting these worthy goals: 


To serve humanity by endeavoring to achieve the highest inter- 
national standards in medical education, medical science, medical 
ethics, and health care for all peoples of the world. 


The International Voice of Medicine 

The WMA is medicine's international representative and advocate, pro- 
tecting and fostering the rights and interests of physicians and people 
of all nations. Through its declarations on human torture, pollution, 
medical ethics, and other critical issues, the WMA provides guidelines 
for national medical associations and governments world-wide. 


An Activist Role 
The WMA is engaged in a broad range of programs, such as medical 
education, socio-medical affairs, primary health care, and environmental 
health, through which it seeks to raise the standards of health care 
around the world. 


WMA Needs Your Support 
It is your international professional organization; it deserves your sup- 
port. Send for complete information today! 


Join the World Medical Association 

World Medical Association 
North American Region 
536 North State Street 
Chicago, IL 60610 


YES, | want to support the World Medical Associa- 
tion. Please send complete information and a 


membership application. (According to WMA bylaws, only 
physicians are eligible for membership.) 





Name 


Please Print 


Address 





City 





State/Zip 


————————————————--------1------- 
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Open I 'e- : Doors for your - 
Alcoholic Patients 


To assist you in treating The section on diagnosis and 
persons afflicted with alcoholism, treatment has been greatly expanded 
the American Medical Association has as a result of the integration of the 
updated and revised its Manual on material on medical complica- 
Alcoholism. Incorporating, tions. With the addition of 





for the first time, the other data compiled from 
Medical Complications of  . recent research and clini- 
Alcohol Abuse (out of E Manual on cal experience, this new 
print), this new edition | Alcoholism Manual on Alcoholism is 
provides the current designed to present 
authoritative informa- major considerations 
tion which is essential involved in helping 
for helping you to recog- patients with 
nize, as well as treat, drinking problems. 
alcoholism. Now that alcoholism 
is classified as a 
disease, your role will 

be increasing. Manual 
on Alcoholism should 
prove to be useful in your 
endeavors. Order this 
valuable reference today! $2.50 


Manual on Alcoholism provides a concise overview of this complex illness. Its 
purpose is to give you a better understanding of: 


e your alcoholic patients e diagnosis and treatment 
e important factors in the development e more frequent complications 
of alcoholism 





Order Dept. OP-185 S/J 
American Medical Association 

P.O. Box 821 

Monroe, WI 53566 

Please send... copy(ies) of Manual on Alcoholism, OP-185, at $2.50 each. I enclose $——— , payable to the 
AMA. Allow 4-5 weeks for delivery. 
ee Quo | CUENTEN Ru D COMM DUET 
Address 

City/State/Zip 
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Gentle, low-pH cleansing. 


Mild, non-complicating cleansing is often the indicated 
first step in the treatment of many dermatologic 
conditions. 


And evidence shows that low pH cleansers reduce 
potential for skin irritation. ! 


New pHresh 3.5™ solution is the lowest pH skin 
cleanser available. Laboratory tests show it to have 
a very low irritation index.? Itis non-irritating and 
non-drying, particularly important for patients with 
sensitive skin. 


Further, pHresh 3.5 cleanser does not interfere with 
the action of benzoyl peroxide or other topical 
acne preparations, nor with topical steroid therapy. 


Because of its uniquely gentle nature, pHresh 3.5 
cleanser has many uses in your practice—both 

for specific skin conditions and for general skin care. 
1. Frosch PJ and Kligman AM: The soap chamber test. A new method for 


assessing the irritancy of soaps. J Am Acad Derm 1:35-41, July 1979 
2. Data on file, Medical Department, Riker Laboratories, Inc. 


Gentle. Versatile. 


Riker Laboratories, Inc. 
Nlolaialilo lols soldal Eke d 





News and Notes 


International Congress of Chemother- 
apy.—The 12th International Congress 
of Chemotherapy will be held July 
19-24, 1981, in Florence, Italy. Antimi- 
crobial, anticancer, and antiviral 
chemotherapy and immunology and 
immunotherapy will be discussed. The 
deadline for abstracts is Feb 15, 1981. 
There will be pharmaceutical, techni- 
eal, and publication exhibits related to 
chemotherapy. 

For further information, write to 
Secretariat, 12th International Con- 
gress of Chemotherapy, Via della 
Scala, 10, Florence, Italy, 50123. 


Report on Meeting of International 
Committee of Dermatology.—' The Inter- 
national Committee of Dermatology 
met at the Hotel New Otani, Tokyo, 
April 19-20, 1979, to examine the site 
and to discuss the organization and 
scientific aspects of the 16th Interna- 
tional Congress of Dermatology. The 
confirmed dates for the congress are 
May 23-28, 1982. It was decided that 
all the abstracts of the papers that will 
be presented at the congress, as well 
as the proceedings, will be published. 
The abstracts should be ready to go 
before the congress at a time deter- 
mined by the organization committee. 
The proceedings volume will include 
full-length reports of special lectures 
(papers on advances in dermatology, 
papers presented in the symposia, and 
case presentations) Summaries of 
workshops and posters will also be 
published, as will free communica- 
tions, either in abstract or in full- 
length form, the latter at the discre- 
tion of the editorial committee. En- 
glish will be the publication language. 
Summaries of courses, informal dis- 
cussions, and exhibits will not be pub- 
lished. 

New members of the International 
Committee of Dermatology will be 
elected at the congress in Tokyo. Pres- 
ent members of the committee who 
will be replaced in 1982 according to 
the bylaws are Drs Baer, Braun-Falco, 
Cordero, Jablonska, and Padilha-Gon- 
calves. Nils Thyresson, MD, the secre- 
tary-general, will write to the member 
societies and ask them to propose ten 
persons to fill the vacancies, with only 
two persons to be named from any one 
country. 


28A Arch Dermatol—Vol 117, Jan 1981 


Course.—A Dermatology Consul- 
tant’s Course will be conducted March 
8-11, 1981, at the Ahwahnee Hotel in 
Yosemite, Calif. The course is being 
sponsored by the Extended Programs 
in Medical Education Division of the 
University of California Medical 
School, San Francisco. It is accredited 
for 20 hours in category 1 by the 
American Medical Association and the 
California Medical Association. 

For further information about the 
program or registration, write to 
Extended Programs in Medical Edu- 
cation, University of California School 
of Medicine, Room 569-U, San Fran- 
cisco, CA 94148; or call (415) 666-4251, 
666-2894, or 666-2483, respectively. 


Abstracts.—Abstracts are now being 
accepted for the ninth annual Clinical 
and Scientific Meeting of the Ameri- 
can Society for Dermatologic Surgery 
to be conducted April 22-26, 1981, at 
the Fairmont Hotel, Philadelphia. The 
meeting program director is Ronald 
R. Lubritz, MD. Final deadline for 
abstracts is March 1, 1981. For 
abstract forms or registration infor- 
mation, contact the American Society 
for Dermatologie Surgery, Ine, 820 
Davis St, Evanston, IL 60201; or call 
(312) 869-3959. 


Calendar Announcement.—The Uni- 
versity of California, Los Angeles 
(UCLA), Extension's Department of 
Continuing Education in Health 
Sciences and the UCLA School of 
Medicine will present “The Myths and 
Realities of Genital Herpes: What 
Patients Need to Know,” Jan 17, 1981, 
9 AM to 5 PM, in the auditorium of the 
Neuropsychiatric Institute, 720 West- 
wood Plaza, UCLA. 

The one-day program will present 
leading experts in the field of medi- 
cine and psychology discussing the 
current medical and _ psychosexual 
views of a disease that affects more 
than 300,000 Americans annually. 

Course chairman is Stanley M. Bier- 
man, MD, FACP, associate clinical 
professor of medicine (Dermatology), 
UCLA School of Medicine. Topics of 
discussion will include genital herpes 
simplex: an overview, pathophysiolo- 
gy of herpes simplex infection, holistic 
medical techniques for herpes man- 
agement, herpes and cancer of the 


cervix, and current medical treat- 
ments. 

The program meets the criteria for 
five credit hours of category 1 of the 
Physician’s Recognition Award of the 
American Medical Association. The 
fee is $25. 

For additional information, write 
Health Sciences, UCLA Extension, PO 
Box 24901, Los Angeles, CA 90024; or 
eall (213) 825-7257. 


Meeting.—The third annual West- 
wood Western Conference on Clinical 
Dermatology will be conducted March 
26-29, 1981, at the Hyatt Del Monte in 
Monterey, Calif. For further informa- 
tion and registration, contact Derma- 
tology Educational Services, PO Box 
4207, Kenmore, NY 14217: or call (716) 
884-1758. 


Meeting.—The International Society 
of Tropical Dermatology will conduct 
a regional meeting April 2-4, 1981, in 
Cologne, West Germany, and the fol- 
lowing week on April 9-11, 1981, in 
Copenhagen and Lund, Sweden. The 
Cologne meeting has been organized 
by Prof Gerd Steigleder. The Copen- 
hagen meeting has been organized by 
Prof Gunnar Lomholt. For details of 
the programs and meetings, write to 
Prof Dr G. K. Steigleder, Direktor der 
Universitats-Hautklinik Köln, Jo- 
seph-Stelzmann-Strafe 9, D-5000 Co- 
logne 41, West Germany; or Dr Gun- 
nar Lomholt, Department of Derma- 
tology, Lasarettet 231-81, Helsinborg, 
Sweden; or Dr Coleman Jacobson, 
3600 Gaston Ave, Suite 1051, Dallas, 
TX 75246 (for North American corres- 
pondence). 


Meeting.—The International Society 
of Tropical Dermatology will conduct 
its Fifth Regional Conference on Der- 
matology (Asian-Australasian) by in- 
vitation-participation on May 16-20, : 
1982, in Manila, Philippines. For 
further information, please contact Dr 
Perpetua Reyes-Javier, Chairperson, 
Fifth Regional Conference of Derma- 
tology, 1060 Dos Castillas, Sampoloc, 
Manila, Philippines; or Dr Coleman 
Jacobson, 3600 Gaston Ave, Suite 
1051, Dallas, TX 75246 (for North 
American correspondence). 


News and Notes 
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A CLINICAL SUCCESS 
IN THE WORLD OF 


STEROID RESPONSIVE 
DERMATOSES... 















ontact Dermatitis 


artist's interpretati 


Eczema 


artist s interpretation 


Psoriasis 


"artist s interpretation 
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Please see last page of advertisement for full prescribing information. 


CYCLCCCPT 


AMCINONIDE . ^" oss 


Effectiveness in the 
dermatoses you treat 
most often 


More than 60 studies, conducted by 50 investigators 
in 18 countries, have demonstrated the outstanding 
therapeutic efficacy of CYCLOCORT in a full range 
of steroid responsive dermatoses. 


Rapid, predictable response 


This new synthetic glucocorticoid has brought about 

early, consistent improvement in eczema, psoriasis, 

contact dermatitis, seborrheic dermatitis and many 
other common dermatoses.! 











Given b..d.in many patients 


Because of its potency, CYCLOCORT can be used 
successfully on a b.1.d. basis. Comparative studies with 
Betamethasone valerate cream in patients with eczema- 
tous dermatoses have shown the following results: 





Global improvement in eczematous 
dermatoses following two weeks of b.1.d. therapy — 











4 controlled studies. 
CYCLOCORT 0.1% Betamethasone Valerate 0.1% 
lotal | ] | . | Total . . E i 
Patients | Cleared | Excellent Good Patients | Cleared |Excellent| Good 
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Please see last page of advertisement for full prescribing information. 
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iigh potency...in a unique 
iydrophilic base 


YCLOCORT has produced outstanding clinical results 
1 patients with psoriasis. Good to excellent improve- 
ent in symptoms such as pruritus, erythema, scales, 
iduration, papules and plaques was observed in the 
ajority of patients after only one week of treatment. 


ligh vasoconstrictive activity 


1 “blanching” response analyses on human skin, 

. Y CLOCORT demonstrated significantly more activity 
nan Betamethasone valerate, 0.1%, and Fluocinolone 
cetonide, 0.025%, and showed essentially the same 
asoconstrictor activity as Halcinonide, 0.1%. 


Comparative Vasoconstrictive Data? 
(Histograms of blanching responses 
—summed % total possible score) 






)0 
)0 
0 
CYCLOCORT Halcinonide Betamethasone Fluocinolone 
Amcinonide Valerate Acetonide 


ote: Although many investigators believe vasoconstrictor activity studies offer an indication 
potential clinical anti-inflammatory efficacy, no definite correlation has been proven. 


Vell accepted by patients 


YCLOCORT, formulated in Lederles AQUATAIN 
ydrophilic base, contains 74.3% water and humectants — 
soften and moisturize skin. CYCLOCORT is extremely 
‘ell accepted by patients, and questions concerning 
cceptability have brought highly favorable responses.? 








. 
Data on file, Medical Department, Lederle Laboratories. 2. Woodford, R.; Haigh. J. M.: Bioavailability and Activity of 0.1% 
ncinonide Preparations: Comparison with Proprietary Topical Corticosteroid Preparations of Differing Potencies. Cir. The 
s. 26:(3)301-310, Sept., 1979. 3. Rocha, G. L.; Quinete, S. S.. Dantas, F. E.; Faria, T.: Curr. Ther. Res. 19:538-549, 1976 
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CYCLOCORT * Amcinonide 
Cream 0.1% with AQUATAIN™ Hydrophilic Base 


Description: 0.1% topical cream with AQUATAIN™ hydrophilic base 
Each gram of CYCLOCORT topical cream contains 1 mg (0.176) of th 


Potency, efficacy and — —— — 
C 0 ny enience In sorbitol solution USP, lactic acid, 2% benzyl alcohol and purified wate 
Steroid-responsive 


(lermatoses 


CH,OCOCH; 
| 





Action: Topical steroids are primarily effective because of their ant 
Oneform  — — inflammatory anti-pruritic, and vasoconstrictive actions. 


Cream 
Indications: For relief of the inflammatory manifestations of cort 


One strength costeroid-responsive dermatoses. 


0.1% Contraindications: Topical steroids are contraindicated in those pz 
tients with a history of hypersensitivity to any of the components c 


f i 
Two convenient sizes the preparation. 


15 gram and I l 
60 gram tubes Precautions: If irritation develops, the product should be discontinue 
and appropriate therapy instituted. 


In the presence of an infection the use of an appropriate antifungal o 
antibacterial agent should be instituted. If a favorable response doe 
not occur promptly, the corticosteroid should be discontinued until th: 
infection has been adequately controlled. 


If extensive areas are treated or if an occlusive technique is used ther 
will be increased systemic absorption of the corticosteroid and suitabl 
precautions should be taken, particularly in children and infants. 


Although topical steroids have not been reported to have an advers 
effect on human pregnancy, the safety of their use in pregnant wome! 
has not absolutely been established. In laboratory animals, increase: 
in incidence of fetal abnormalities have been associated with exposurt 
of gestating females to topical corticosteroids, in some cases at rathe 
low dosage levels. Therefore, drugs of this class should not be use 
extensively on pregnant patients, in large amounts, or for prolonge 
periods of time. 


The product is not for ophthalmic use. 


Adverse Reactions: The following local adverse reactions have beer 
reported with topical corticosteroids, especially under occlusive dress 
ings: burning, itching, irritation, dryness, folliculitis, hypertrichosis 
acneiform eruptions, hypopigmentation, perioral dermatitis, allergic 
contact dermatitis, maceration of the skin, secondary infection, skir 
atrophy, striae and miliaria. 


Dosage and Administration: Apply a light film to affected areas 2 o 
3 times daily. The cream should be rubbed in gently and thoroughl: 
until it disappears. 


How Supplied: 0.1% (Product No. 9183) Topical Cream Available i1 
15 and 60 Gram tubes. REV. 9/7: 


ec» Lederle Laboratories 


A Division of American Cyanamid Company, Wayne, N.J. 07479 
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Urea is what makes the 
difference. This incredibly 
resourceful moisturizing 
agent performs a vital function 
— it helps to lock water in 
the skin cells of the horny 
"layer. Urea also calms the itch 
that often accompanies dry 
skin, while it sloughs off 
excess scales. 


The result: soft, supple, 
comfortable-feeling skin. 
All four Aquacare® formula- 
tions are buffered to a pH of 6 
to avoid irritation. They also 
resist water washoff for pro- 
longed moisturizing and 
softening effects. 


And your oily-skinned or acne 
patients can enjoy the benefits 
of Aquacare because it’s 
noncomedogenic! 


1. Herbert Laboratories Technical Report 
No. 55 





The Aquacare* Touch — 
Significant active therapy for 
the dry skin associated with 
many skin disorders. 


AQUACARE? with 2% urea 
( Cream and Lotion ) 


AQUACARE"*/HP with 
1096 urea ( Cream and Lotion ) 


Herbert Laboratories 
Dermatology Division of 
Allergan Pharmaceuticals, Inc. 
Irvine, California 92713, U.S.A. 


Introducing 
the first 


antibiotic cream 


Ve n ‘for 


acne vulgaris. 


CREAM Ho 


meclocycline 
Ct Ja 
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DERMATOLOGICAL DIVISION 
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MEGAN—specifically for acne, specifically for tbe dermatologist. 
No other antibiotic combines these important attributes: Impressive efficacy. 
No reports of systemic side effects.* An extremely low potential for local adverse 
reactions. And an alcohol-free cream formulation. 









Impressive clinical ej | 2 L lo reports of systemic side effects.* 


In multicenter, double-blind: pue e — In subtotal body inunction studies, up to 
controlled studies of patients with moder- 40 times the average treatment dose of 
ate-to-severe (grades II and III) acne i MECIAN was applied to the arms, legs and 
vulgaris, MECLAN backs of 20 subjects 
alone was applied twice daily for 28 
twice daily for 11 days. No measurable 
weeks to 70 of 134 amounts of meclo- 
patients; the remain- cycline appeared in 
ing patients were the blood or urine, 
treated by placebo. nor was there 

After only 5 weeks, any evidence of 
papules and pus- systemic toxic 

tules were reduced potential." 

49% (median). 


Extremely Alcohol- ree, 
low potential nonstinging, non- 
for local adverse burning cream 
reactions. * formulation. 


Patch testing re- 
vealed no photo- 
sensitivity potential. 
Contact allergy 

and skin irritation 
were extremely rare. | 
And no follicular ES SEU EEEN ing and alcohol-free, 
staining has been reported, "ced a M SCLAN "ug a oS potential for irritation 
with excessive use.' ^. = or erythema. And MECLAN cream is a stable 
oar pers formulation, with a two-year shelf life. 


MECLAN is the only 
antibiotic for acne 
available in a van- 
ishing cream base. 
Because it is non- 
stinging, nonburn- 


"As with all tetracycline derivatives, the possibility exists that significant percutaneous absorption may result from prolonged use. Therefore, caution is advised 


in administering MECLAN to persons with hepatic or renal dysfunction. There are no adequate and well-controlled studies in pregnant or nursing women. 
"Data on file, Dermatological Division, Ortho Pharmaceutical C rporation. 


Please see the following page for prescribing information. 
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Introducing 
The Only Antibiotic Cream 
Specific for Acne Vulgaris. 


ME CREAM 1% 


i 
(mo icylate) 


Indication: MECLAN Cream is indi- 
cated for topical application in the 
treatment of acne vulgaris. 
Contraindications: MECLAN is con- 
traindicated in persons who have 


‘shown hypersensitivity to any of its 


ingredients or to any of the other 
tetracyclines. 

Warnings: Although no absorption has 
been demonstrated by 28-day inunc- 
tion studies in humans, the possibility 
exists that significant percutaneous 
absorption may result from prolonged 
use. Therefore, caution is advised in 
administering MECLAN ( meclocycline 
sulfosalicylate ) to persons with hepat- 
ic or renal dysfunction. 

Precautions: This drug is for external 
use only and should be kept out of the 
eyes, nose, and mouth. 

Pregnancy: Pregnancy Category B. 
Reproduction studies have been per- 
formed in rats and rabbits at oral 
doses up to 1000 times the human 
dose (assuming the human dose to be 
one gram of cream per day) and have 
revealed no evidence of impaired fer- 
tility or harm to the fetus due to 
meclocycline sulfosalicylate. There 
was, however, a slight delay in ossifica- 
tion in rabbits when meclocycline was 
applied topically. There are no ade- 
quate and well-controlled studies in 
pregnant women. Because animal re- 
production studies are not always 
predictive of human response, this 
drug should be used during pregnancy 
only if clearly needed. 

Nursing Mothers: It is not known 
whether this drug is excreted in 
human milk. Because many drugs are 
excreted in human milk, caution 
should be exercised when meclocy- 
cline sulfosalicylate is administered to 
a nursing woman. 

Adverse Reactions: MECLAN is well 
tolerated by the skin. In the clinical 
trials there was one report of acute 
contact dermatitis. There were iso- 
lated reports of skin irritation. Tem- 
porary follicular staining may occur 
with excessive application. Patch test- 
ing has demonstrated no photosen- 
sitivity or contact allergy potential. 
Dosage and Administration: It is rec- 
ommended that MECLAN be applied 
to the affected area twice daily, morn- 
ing and evening. Less frequent appli- 
cation may be used depending on 
patient response. Excessive use of 
MECLAN Cream may cause staining of 
some fabrics. 

How Supplied: MECLAN 
(meclocycline sulfosalicylate ) Cream 
1% is supplied in 20 gram sealed tubes. 


DERMATOLOGICAL DIVISION 
ORTHO PHARMACEUTICAL CORPORATION 
Raritan, New Jersey 08869 
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Follow this blueprint y 
for a more efficient, ` 
more profitable practice! 





What is a well-designed, efficient medical office? What size facility do you 
need? How much will it cost? Should you build or rent? : 

You've probably asked yourself those questions. They're tough ones to 
answer and important ones. But you'll find the answers—detailed 
ones—the Planning Guide for Physicians Medical Facilities, published by 
the American Medical Association. 

Whether you're building or remodeling your office or moving into your 
first practice setting, this guidebook offers invaluable practical information 
on planning your office for maximum efficiency. Contents include: 


BASIC PLANNING: 
PLAN BEFORE BUILDING 


Basic Planning * Unit Planning ¢ Locating 
the Facility e Rent Versus Ownership e 
Professional Planning Assistance * 
Hospitals - Topography - Orientation * 
Choice of Property e Financing the Building 
and Equipment e Parking * Access and 
Parking 


OFFICE CONSTRUCTION: 
INSIDE AND OUT 
How Much Space * The Remodeled Building € 


Improving Leased Space * The New Building OFFICE CONDOMINIUMS: 
e Choice of Materials e Casework Walls - WHAT YOU SHOULD KNOW 


Order Dept., OP-439 

American Medical Association 

P.O. Box 821 
Monroe, Wisconsin 53566 


Partitions ¢ Heating - Ventilating - Air 

Conditioning ¢ Lighting and Electrical 

Service e Plumbing e Soundproofing * 
Landscaping 


YOUR OFFICE INTERIOR: 

PUTTING THE PIECES TOGETHER 
Reception Room * Reception and Business 
Office ¢ Examining and Treatment Room e 
Consultation Room * Laboratory e X-ray 
Rooms * Utility Storage Areas * Furniture - 
Fixtures - Equipment * Color e 

Larger Facilities 


| 
| 
| 
| 
| 
Please send me copy(ies) of the Planning . | 
Guide for Physicians' Medical Facilities, OP-439. | 
Price: $3.00 per copy. Enclosed is my check | 
for$ ^  Á „payable to the AMA. Payment must | 
accompany order. | 
| 
| 
| 
| 
| 
| 
| 


Name 





Address 
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A microbicidal aid in topical therapy of acne vulgaris 


BETADINE Skin Cleanser 


kills three organisms 
often associated with acne vulgaris 


mum Helps prevent spread of infection from acne lesions. 

mu Cleanses face, back and shoulders thoroughly and gently 
with a rich golden lather. 

- Vulgus nonirritating to skin and mucosa, with no essential 
change in the skin acid mantle*—nonstaining to skin and natural 


fabrics. (In the rare instance of local irritation or sensitivity, 
discontinue use by the individual.) 

mm May be employed as adjunctive topical treatment for the 
control of acne vulgaris.* * 


Purdue Frederick 
©Copyright 1980, The Purdue Frederick Company/Norwalk, CT 06856 
A9776 224980 


*Hudson, A.L.: Clin Trials J 1:23, 1973. 
**Millikan, L.E.: Cutis 17:394 (Feb.) 1976. 


Staphylococcus epidermidis 


Pityrosporon 








How Can You Help to Improve 
Your Community's Emergency Preparedness? 


Consult these AMA Emergency Medical Care publications. 





What happens when a medical emergency occurs in 
your community? Is your hospital prepared? Does 
your airport have adequate emergency facilities? 
How can you help to improve your community’s 
emergency medical services? 


These publications from the AMA’s Department of 
Emergency Medical Services focus on setting up 
effective emergency care programs...in an entire 
hospital...in the hospital’s emergency department... 
in an airport. ..within the community. You will 

find guidelines which will help you to develop work- 
able solutions to your community's particular 
emergency medical problems. 


TO ORDER: Write Order Department, American 
Medical Association, P.O. Box 821, Monroe, WI 
53566. Please specify title, OP number, and include 
payment with your order. Allow 4-5 weeks for 
delivery. 


PUBLICATIONS 


Categorization of Hospital 
(OP-387) $.55 

The Commission on Emergency Medical Services of the 
AMA sets forth recommended guidelines for four cate- 
gories of hospital emergency services for adults, chil- 
dren and infants, including newborns, that could function 
in community systems of emergency medical capa- 
bilities. 


Emergency Capabilities 


Emergency Department--Handbook for Medical Staff 
(OP-131 $2.00 

How can the emergency department be an effective 
area for medical education? What are its legal implica- 
tions? These and other related topics are explored in 
this manual which helps to establish workable solutions 
to problems in the emergency department. 


\ 


Developing Emergency Medical Services--Guidelines 
for Community Councils (OP-386) $.75 

In an effort to upgrade emergency medical care and 
reduce the number of needless accidental deaths, the 
AMA's Commission on Emergency Medical Services 
provides guidelines which deal with the establishment 
of community councils on emergency medical services 
and the various stages of developing good emergency 
medical services. 


Airport Emergency Medical 
(OP-085) $.85 

This new guide outlines the major functions of an emer- 
gency medical services plan, plus the key elements in 


providing such services, which should be common to all 
airports. Includes illustrations and appendices. . 


Services 


T 


To avoid headaches 


and heartaches, 


take one before 


private practice: 


Invaluable practice management 

information to help you establish 
your practice 

Trying to set up a private practice with- 
out really knowing what's involved can 
cause you a lot of problems— problems 
the AMA Starting Your Practice Workshop 
can help you avoid. 

If you are a physician-in-training, in 
academic medicine, or in military medi- 
cine and are planning to enter private 
practice, this AMA Workshop can provide 
you with immediate, useful information 
about the business procedures and 
"practical problems involved in establish- 
ing your practice. 


ii Workshop Program. 

. Paperwork— Financial controls and 
bookkeeping systems, billing and col- 
lection, medica! records and filing, in- 
surance processing. 

2. Patient Management and Public 
Relations— Appointment scheduling. 
patient information booklets, system- 
atizing the telephone, staff training. 

3. Personnel— Recruiting, hiring, job 
descriptions, personnel policies and 
communication, training, evaluation, 
supervision, and delegation—what, 
how, and when. 

4. Physical Characteristics of a Medical 
Office— Design, construction, owner- 
ship, office layout—reception, con- 
sulting, examination rooms. 

5. Where and How—Locating your 
practice, hospital privileges, solo- 
partnership-group. 

6. Legal Problems—Physician-patient 
erelationship, professional liability, 
medical records, organizational 
structure. 


Each workshop runs two days, 8:30 a.m. 
to 5:00 p.m. Material is presented in an 
informal group consulting format, rather 
than textbook-type lectures. Because 
each orkshop is limited to 27 par- 
‘ticipants, you have ample oportunity to 


Retister Now! Call the AMA collect at (312) 751-6667 








take part in discussions and ask ques- 
tions about your situation. Also included 
is a supplementary workbook which can 
later be used as an office operations 
manual. 


Here's what recent workshop 
participants have to say: 


"Thank you once again for your most ex- 
cellent presentation. The residents had 
many positive things to say about this 
program." 


A Griswold Bevin, MD 
Professor & Chief 

Division of Plastic and 
Reconstructive Surgery 
University of North Carolina 
at Chapel Hill 


"The good attendance, obvious interest 
and enthusiastic participation of the 
residents and their spouses was a good 
indicator of their positive acceptance of 
the second annual 'Starting Your Prac- 
tice’ Workshop." 


Bill Kimble 

Coordinator of Medical Education 
Wesley Medical Center 

Wichita, KS 


Workshop fees 

Members of the AMA, state or county 
medical societies: $100; Nonmembers: 
$140. Spouse, $30.00. 


Workshop schedule 

and location 

Workshops are held at AMA Headquarters. 
535 N. Dearborn St, Chicago, Illinois 
60610. 

Workshops are scheduled as follows: 


January 22-23, 1981 
February 26-27, 1981 
March 20-21, 1981 
April 24-25, 1981 





Synalar ...... 


(fluocinolone acetonide) 


(fluocinolone acetonide) 


DESCRIPTION SYNALAR” and SYNEMOL” (fluocinolone 
acetonide) have the chemical name 6a, 9a-difluoro- 
16a-hydroxyprednisolone- 16, 17-acetonide 

SYNALAR cream0.025% cream 0.01% — The cream con- 
tains fluocinolone acetonide 0.25 mg. /g. or 0.1mg./g. in 
a water-washable aqueous base of stearic acid, 
propylene glycol. sorbitan monostearate and monoole- 
ate, polysorbate 60. purified water and citric acid with 
methylparaben and propylparaben as preservatives. 
SYNALAR ointment 0.02596 — The ointment contains fluo- 
cinolone acetonide 0.25 mg./g. in a white petrolatum 
U.S.P vehicle 


SYNALAR solution contains fluocinolone acetonide 04 
mg./g. in a water-washable base of propylene glycol with 
citric acid. 

SYNALAR-HP (fluocinolone acetonide) cream 0.296 — 
The cream contains fluocinolone acetonide 2 mg./g. in 
a water-washable aqueous base of stearyl alcohol, 
cetyl alcohol, mineral oil, propylene glycol. sorbitan 
monostearate, polysorbate 60. purified water and cit- 
ric acid with methylparaben and propylparaben as 
preservatives 


SYNEMOL (fluocinolone acetonide) cream 0.025% — The 
cream contains fluocinolone acetonide 0.25 mg./g. in 
a water-washable aqueous emollient base of stearyl 
alcohol, cetyl alcohol, mineral oil, propylene glycol, 
sorbitan monostearate, polysorbate 60, purified water 
and citric acid 


ACTIONS Topical steroids are primarily effective be- 


cause of their anti-inflammatory, antipruritic and vaso- : 


constrictor action. 


INDICATIONS For relief of the inflammatory manifesta- 
tions of corticosteroid-responsive dermatoses 


CONTRAINDICATIONS Topical steroids are contraindi- 
cated in those patients with a history of hypersensitivity 
to any of the components of the preparation. 

SYNALAR-HP* (fluocinolone acetonide) cream 0.2% 
should not be used on ir./'ants up to two years of age. 


PRECAUTIONS If irritation develops, the steroid should 
be discontinued and appropriate therapy instituted. In 
the presence of an infection the use of an appropriate 
antifungal or antibacterial agent should be instituted. If 
a favorable response does not occur promptly, the cor- 
ticosteroid should be discontinued until the infection has 
been adequately controlled. If extensive areas are treated 
or if occlusive technique is used, there will be increased sys- 
temic absorption of the corticosteroid and suitable precau- 
tions should be taken, particularly in children and infants. Al- 
though topical steroids have not been reported to have an 
adverse effect on human pregnancy, the safety of their use 
in pregnant women has not absolutely been established. In 
laboratory animals, increases in incidences of fetal abnor- 
malities have been associated with exposure of gestating 
females to topical corticosteroids, in some cases at rather 
low dosage levels. Therefore, drugs of this class should not 
be used extensively on pregnant patients, in large amounts 
or for prolonged periods of time. 

These products are not for ophthalmic use 


SYNALAR-HP cream should not be used for prolonged 
periods and the quantity per day should not exceed 2 g. 
of formulated material. 


ADVERSE REACTIONS The following local adverse reac- 
tions have been reported with topical corticosteroids: 
burning. itching. irritation, dryness. folliculitis, hypertri- 
chosis, acneform eruptions. hypopigmentation. perioral 
dermatitis. allergic contact dermatitis, maceration of 
the skin. secondary infection. skin atrophy. striae. 
miliaria 


Syntex Laboratories, Inc. 
Palo Alto, California 94304 
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What you need for where you need it* 
Synalar’... Synemol....... 


(fluocinolone acetonide) (fluocinolone acetonide) 
REE ere 
synalar* Cream 0.01% NMBENDDN D 


synalar Cream 0.025% 


synalar-HP* Cream 0.2% 
synalar Ointment 0.025% 
synalar Solution 0.01% 

synemol’ Cream 0.025% 


dermatoses. Not for ophthalmic use 


Please see preceding poge for brief 
summary of prescribing information. 
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| _| Syntex Laboratories, Inc 
|SYNTEX | Palo Alto, California 94304 
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*- Opinion and Comment 


| 


. The Impact of Medicare 


on Academic Dermatology 


Bu Medicare was introduced in Canada in two 
phases. About 20 years ago, all citizens were entitled 
to hospitalization without direct payment. Either the cost 
was shared by the taxpayers or covered by some form of 
premium paid by all who could afford it. In 1970, this was 
expanded to cover all health care, including physicians' 
fees. This program was partially underwritten by the 
federal government, but as health care is a provincial 
responsibility, each of the ten provinces administers its 
own scheme, with considerable, though minor, variations. 

Since initiation of the Medicare plan, many problems 
have developed, but by and large the publie is satisfied and 
likes the program. The opinion of the physicians varies a 
good deal from province to province and from specialty to 
specialty. 

Has this universal medical program had any serious 
impact on academic dermatology? My first reaction to this 
question was that it has little effect, but as there are 
variations in each of the provinces, I polled the director of 
the dermatology program in each of the 13 English- 
speaking medical schools in Canada. The first question 
was, "Did the advent of 'free' hospital beds make any 
impact on the teaching program in your institution?" 
Eleven felt that it had no impact; one, that there had been a 
positive impaet; and one did not reply to this question. The 
positive impact was that it permitted physicians to admit 
patients for investigation and follow-up evaluation with- 
out causing financial stress to the patient. This, therefore, 
permitted more extensive investigation. 

The second question was concerned with whether or not 
the total Medicare plan had any impact on their teaching 
programs. Three did not reply to this question, five felt 
that it had no effect, and four felt that there had been a 
positive impact. One had some doubts. The positive fea- 
tures were that the physicians now receive a fee for service 
from patients they previously treated without charge. At 
least part of the monies received is used to enrich the 
teaching program in some fashion. These funds also sup- 
plemented the teachers' income. 

When asked whether they could foresee any problems 
with Medicare, one or two had some doubts about govern- 
ment interference, but the rest of the correspondents could 


* foresee no real problem that might jeopardize the academic 


program. | 

On the positive side, in addition to the foregoing, 
Medicare has resulted in a one-class patient care system; 
the distinction between care of the rich and care of the poor 
has become less and less apparent. This has resulted in the 
opening up of more teaching beds and teaching units and 
has exposed the students and residents to a wider cross 
section of the population. 

As Medicare remuneration is on a fee-for-service basis, 
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geographic full-time teachers in general are able to supple- 
ment their incomes by performing special services; for 
example, a cardiologist may read ECGs. Unfortunately, 
there is no comparable service for dermatology. 

On the negative side, in some areas of the country the 


attendance at teaching clinics has dropped, as patients . 
prefer to see dermatologists in their private offices. This . 
varies with the number of dermatologists in the area. If. 
there are few dermatologists, then patients attend the - 
clinics, since they ean be seen sooner there. In our own . - 


hospital, the total number of patient visits has not changed 
greatly since the advent of Medicare. 


As a result of Medicare, primary care clinics have been | 


established in many provinces and many acute dermatolog- 


ical conditions are looked after in these primary care | 
clinics. This reduces the number of "fresh" cases that — 


appear at the dermatology clinics. 


Another disadvantage is that the fees are universal; — 
there is no premium placed on experience or on academic - 


position. The most recent graduate receives the same fee 


as his professor. In many specialties, particularly the . 


mie um 
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surgical ones, the fee structure has created hardships. ^. 


However, as Medicare tends to maximize office practice — 
rather than costly hospital care, the dermatologists for the - 


most part have done quite well financially. Nevertheless, a 


few academic dermatologists have found the system intol- | 


erable and they have left Canada for what they consider 


greener pastures. 
Many correspondents expressed a concern that our fees 
were not keeping up with the cost of living, and physicians 


must see more and more patients to maintain their stan- — 
dard of living. This eventually results in poorer medical  . 


care and less time for academic pursuits. This matter is 


under constant negotiation, but the results to date have not. 
been too reassuring. The bureaucrat tends to look at gross- 
income, which has not changed too much, rather than at — 


changes in the fee structure. 
In spite of these disadvantages, the majority of the 


correspondents stated, on being questioned, that they pre- — 


ferred the present system of payment. 


In conclusion, it is my opinion that Medicare has not 


made very much of an impact on academic dermatology. 
We in Canada still have our problems and our concerns, 
which are not greatly different from those encountered in 
the free enterprise system elsewhere. One of the worst 
aspects of Medicare is concern over the future. Rumors are 
rampant, and one cannot help but be concerned whether or 
not there will be more and more government interference 
in the teaching and practice of medicine. Perhaps the same 
fears also exist in the free enterprise system. 

R. Roy FonsEv, MD 

Montreal 
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Malignant Melanoma in Southern Arizona 


Increasing Incidence and Sunlight as an Etiologie Factor 


Michael M. Schreiber, MD; Paul D. Bozzo, MD; Thomas E. Moon, PhD 


e This study demonstrated an increasing incidence of malig- 
nant melanoma during the past ten years and a very high 
incidence of this tumor in southern Arizona. During the ten-year 
period, 533 melanomas were removed from white patients. Of 
these, 52% were male and 48% were female. The number of 
melanomas increased yearly, from 20 in 1969 to 120 in 1978, a 
crude rate incidence of 6.49 to 28.57 (27.20 standardized) per 
100,000, respectively. This reflects an average annual increase 
of 34% to 37% and a 340% increase for the period. The highest 
incidence of tumor was in the 50 to 59 year and 60 to 69 year age 


groups. The most common site of occurrence was the back, with 


twice as many tumors arising there in males. The legs were 
involved in 13% of patients, with an occurrence rate eight times 
higher in females. The extremely high incidence of melanomas 
in southern Arizona is probably due to meteorologic and geo- 
graphic factors allowing large amounts of ultraviolet light to 
reach the earth's surface. 

(Arch Dermatol 117:6-11, 1981) 


T wo previous publications have reported the extremely 
high incidence of basal and squamous cell carcinomas 
in southern Arizona.'* During the past few years, we have 
suspected that the increase in the incidence of skin cancer 
we are seeing also applies to malignant melanomas. This 
study demonstrates not only an increased incidence of this 
tumor over the past ten years, but also a very high 
incidence of melanomas in southern Arizona. We feel that 
our findings also support the contention that solar ultra- 


Accepted for publication April 8, 1980. 

From the Cancer Epidemiology Unit, University of Arizona Health 
Sciences Center, Tucson (Dr Moon). Drs Schreiber and Bozzo are in private 
practice. 

Presented to the American Society of Clinical Pathology, Dermatopatho- 
logy Section, Las Vegas, Oct 25, 1979, and at the Arizona Tumor Registry 
Informational Seminar, Casa Grande, Ariz, Jan 16, 1980. 


Reprint requests to 5402 E Grant Rd, Bldg F, Tucson, AZ 85712 (Dr 
Schreiber). 
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violet radiation is an etiologic factor in the development of 
malignant melanoma. 


MATERIALS AND METHODS 


A tabulation of histopathologically confirmed malignant mela- 
nomas was made from the records of all eight Tucson hospitals, all 
17 practicing dermatologists in Tucson, the three private patholo- 
gy laboratories in Tucson, and eight small hospitals in southern 
Arizona counties, from January 1969 through December 1978. We 
were unable to obtain statistics from a few of the hospitals in the 
small towns of southern Arizona, and probably in some of the 
areas we polled, patients had had their melanomas treated out of 
our area. Thus, the number of melanomas we report on is probably 
slightly lower than the number that actually occurred. All patients 
included resided in our catchment area. We personally examined 
all of the pathology reports. 

Information sought on the patients with melanomas included 
name; date of tumor removal or biopsy; age, sex, and race of 
patient; and additional information, such as the occurrence of 
metastases and the type of treatment used. Unfortunately, other 
important items of case information, ie, occupation, color of eyes, 
fairness of complexion, and length of time resident in southern 
Arizona, were not available. 

Information (when available) on the tumor itself included 
location, size, color, Clark level of invasion (level 1, reported as 
atypical melanocytie hyperplasia, was not included), type of tumor 
(nodular, superficial spreading, acral, or lentigo melanoma), and 
histologie depth of tumor (available only in a few cases over the 
past two years). The histopathologic characteristics of all of the 
tumors were evaluated by board-certified pathologists; 60% of 
these tumors were histopathologically reviewed by us. 

Since a high percentage of the tumors were first diagnosed by a 
practicing dermatologist, and each case was then referred to a 
surgeon for primary or additional surgery in a hospital after 
initial biopsy excision, the patients’ names were compared in 
reports from various offices, laboratories, and institutions, so that 
there would be no duplication. 

The annual population figures of the six counties surrounding 
and including Tucson from 1969 through 1978 were obtained from 
the Arizona Statistical Review* (Table 1). Tucson draws patients 
from 100% of the population of three counties (Pima, Cochise, and 
Santa Cruz) and from approximately 50% of three other counties 
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LL, 
1973 1974 1975 1976 1977 1978 


Total 481,450 489,258 509,368 534,409 561,109 599,258 623,258 631,448 644,792 656,542 


Total white 
(63.9896) 308,032 313,027 325,894 341,915 358,998 383,405 398,761 404,000 412,538 420,056 





Indian 
Total 450,200 29,900 20,300 203,200 


% 63.98 4.25 2.89 28.88 


*Data from Arizona Statistical Review." 






Year 


















1970 1971 1972 1973 1974 1975 1976 1977 1978 








Total melanomas 


Crude incidence 
per 100,000 6.49 6.12 7.06 11.70 9.19 


Standardized inci- 









11.48 17.81 16.34 23.51 28.57 








































dence per 
100,000* NAT 6.07 6.94 NAT 8.97 11.21 17.95 16.50 23.13 27.20 
Occurrence in 12 8 11 16 16 26 37 29 52 










‘males (96) (60) (42) 
Incidence in males 


(48) (40) (49) (59) (52) (44) (54) (58) 















































































per 100,000 2.55 4.68 4.46 6.77 9.26 7.18 12.60 16.66 
Occurrence in fe- 8 11 12 24 17 18 34 37 45 

males (96) (40) (58) (52) (60) (51) (41) (48) (56) (46) > (42) 
Incidence in fe- 

males per 





100,000 





3.57 3.67 7.02 4.73 4.71 8.55 9.16 10.91 11.91 


*Melanoma incidence was standardized to the 1970 age distribution by the direct method. 
Sufficient information on the age distribution for 1969 and 1972 was not available. 






Table 4.—Malignant Melanomas in Southern Arizona by Age Group and Sex 


Year 


1969 1970 1971 1972 1973 1974 1975 1976 1977 


277 256 100 
(52) (48) 
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Table 5.—Malignant Melanomas in Southern 








Site 





Face Neck Ear Scalp Chest Back Buttock . Abdomen Thigh Leg 

MOVENT SLE ee? Lar PLOT ea Os SC PT ie Da c CT IMS" Cv T PNEU DESI. 
Year ^M oF dV ES M. RDGOMSSE QM.-P M F M F M F M EUM F 
1969 1 1 1 6 1 3 
1970 1 1 4 4 1 1 2 3 
1971 3. 70 1 2 3 1 1 -i CANNE 
1972 3 1 deron 6 7 1 10 
1973 3227778 1 1 2 2 7 3 1 RSS | 
1974 63.12 1 2572 1 2 {toe 3 ge. 24 pre 
1975 4 4 1 g 49 3 COR MER E AA 8 1 1 1 B. v» 
1976 7 DE ba 1 1 2 1 CANET 1 1 1 1 Give. 284 
1977 BRESA 2 2 1 1 3 EL LITAS 1 1 2 BuU. pv un 
1978 12 14 3 4 2 1 79 1 20 8 4 | cow 030 
Subtotal T 40 13 15 11 (0 11 $2 20 . 10- 107 -.57 1 1 8 1 Th DED San ov 
(%) (8). AZ). (2) (32, (2) (2) AY 9509: els 20) 0003 > 19:12) 5- $00.12) (2) 1012) 00: (90) 00^ 
Total 84 28 11 16 30 164 2 9 18 68 
(?6) (16) (5) (2) (3) (6) (31) (0.4) (2) (3) (13) TOME 


Table 6.—Malignant Melanomas in Southern Arizona—Distribution of Anatomic Locatio. 
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—... (Gila, Graham, and Pinal). These percentages are presented in through 1978, and the yearly distribution of patients by age group 
= Table 1. Medical facilities (pathologie and oncologic) for treating and sex. 

~ melanomas in southern Arizona are only available in two Arizona Table 5 presents the number of malignant melanomas diag- 
— cities (Tucson and Yuma). The counties we used as our population nosed and histopathologically confirmed in southern Arizona from 
— base are much closer to Tucson than to Phoenix, the largest city in 1969 through 1978, and the yearly distribution of tumors by 
—. Arizona (approximately three times greater population), so it is anatomic location and sex. 
— highly unlikely that Tucson would draw any of their patients. Table 6 shows the number of malignant melanomas diagnosed 
- .. Conversely, Tucson and its surrounding counties could conceivably and histopathologically confirmed in southern Arizona from 1969 
- — lose some melanoma patients to Phoenix. This would, if anything, through 1978, and the distribution of anatomic location and sex by 
E mean that our incidence is higher than reported here. tumor type. 

Jud Table 2 refleets the racial breakdown of population in our 

—— . eatehment area. These data are based on 1977 statistics," and are : RESULTS 
`. approximately the same from 1969 through 1978. The figures for In southern Arizona, for the ten-year period from 1969 
E. the white Vise etie os ek E ulcer "S (gre m . through 1978, 533 malignant melanomas were removed 

He were round Wr ihe Ovner racias Categories, vus Cou. from damany patients. Of Uiese patiente, 5276 (271) were 
— based on personal interviews with all dermatologists and plastic 

E = A S e eS male and 4895 (256) were female. The number of melano- 
- M. surgeons involved in this study. : : ; 

c Table 3 shows the numbers, percentages, erude incidence, and mas increased yearly from 20 in 1969 to 120 in 1978, an 
^. standardized incidence rates of melanomas per 100,000 population Increasing crude rate incidence of 6.49 to 28.57 (27.20 
-— . from 1969 through 1978. In calculating the standardized incidence standardized) per 100,000, respectively (Table 3). This > 
~ rate, the age distribution from the 1970 census was used as a comprised an average annual increase in melanomas of 
— standard because there was only minor change in the age distri- 34% to 37% throughout the period, and a 340% increase for 
a bution between 1970 and 1978 (the resulting standardized rates the ten years. This dramatic increase in incidence is 
— . were calculated essentially the same as the crude rates). Because ereater than could be accounted for by improved diagnosis 
E of the lack of change in the age distribution in southern Arizona : x 
E ep of malignant melanoma by physicians. 

between 1970 and 1978, and a similiar lack of change in the sex The highest Ht f Iu I ten-venr 
: distribution for these years, the age-sex standardized rates were vr ine n et uh go Fees do d 60 ex. 
4 not calculated. Sufficient information on the age distribution for period occurred in the 50 to 59 year (24%) an to 69 year 
: the years 1969 and 1972 was not available. (18%) age groups (Table 4). 
Be. Table 4 shows the number of malignant melanomas removed The most common anatomic location of melanomas was 
$ and histopathologically confirmed in southern Arizona from 1969 on the back (31%), with twice as many occurring on the 
M | f 
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back in men as in women. Other commonly involved sites 
were the face (16%) and arms (8%), with an almost equal 
sex distribution, and the legs (138%), where women were ` 
involved eight times as frequently as men (Table 5). 

In regard to types of melanomas reported, by far the 
largest category was, unfortunately, the "not specified" 
group (44%), followed by the superficial spreading type 
(35%). The sex distribution in all categories was almost 
equal for all types. One interesting finding was the large 
number of the superficial spreading type of melanoma 
found on the backs of men and women (13% of the total 
over the ten years) (Table 6). 

By statistical analysis, the incidence of malignant mela- 
nomas, by year, in southern Arizona was compared with its 
ineidence in selected geographie areas in the southwestern Seay berks VR, teen 
United States and in the United States as a whole for the ——77 Southern Arizona Population, x 10° 
period from 1969 to 1978. A consistent and substantial : ss. ; 
increase in the rate of melanoma throughout the entire 
1969 to 1978 period was found in southern Arizona. By 
fitting a log linear regression equation to the observed 
data prints (r = .96) (Figure), the estimated average 
annual increase in melanoma was 34% to 37% throughout 
the period. 

By way of comparison, the Arizona melanoma incidence 
rates were contrasted with the reported melanoma inci- 
dence rates for the United States, Utah, and New Mexico, l 
as reported by the National Cancer Institute. The National 1969 1970 1971 1972 1973 1974 1975 1976 1977 1978 
Cancer Institute data for the years 1973 to 1976 were Year 
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reported as part of the Surveillance, Epidemiology, and 
End Results (SEER) program* of the Third National 
Cancer Survey (1969 to 1971). The National Cancer Insti- 
tute rates are based on approximately 10% of the total 
population of the United States and are fairly representa- 
tive with respect to age. The total United States occurrence 
rate for melanoma had also increased steadily during the 
eight-year period (1969 to 1976), for an average annual 
increase of 5%. The 34% to 37% average annual increase for 
southern Arizona is significantly higher, increasing about 
sevenfold faster than the corresponding 5% average annual 
increase for the United States (P < .05). The entire states 
of New Mexico and Utah participate in the National 
Cancer Institute’s SEER program. Also shown in the 
Figure are the corresponding melanoma incidence rates 
for those two states during 1973 to 1976. It can be observed 
that the Utah melanoma incidence rates, while somewhat 
more variable than the total United States rates, are at 
most slightly higher with approximately the same rate of 
increase as the total United States melanoma incidence 
rates. It can be observed that, while in 1973 the New 
Mexico and Arizona melanoma incidence rates were com- 
parable, in subsequent years the New Mexico incidence 
rates appeared to remain constant and possibly decrease. 
Thus, by 1976, there was a substantial difference between 
the rate of melanoma for New Mexico vs southern Ari- 
zona. 

The information shown in Table 4 was used to explore 
the hypothesis of whether the age distribution of melano- 
ma changed over time within southern Arizona and wheth- 
er the age distribution between southern Arizona and the 
total United States melanoma incidence varies. Using 
standard statistical methods related to categorical data, we 
found no substantial indication of a change in age or sex 
distribution of melanoma within southern Arizona 
throughout the period from 1969 to 1978. Similarly, there 
was no substantial difference between the southern Ari- 
zona and the total United States distribution, by age, of 
melanoma incidence. 


COMMENT 


It is generally recognized and accepted that squamous 
cell carcinoma and basal cell carcinoma are caused, in 
predisposed individuals, by long-term cumulative exposure 
to the ultraviolet energy of sunlight. In the past ten years, 
chronic exposure to ultraviolet energy has also been impli- 
cated as a cause of malignant melanoma. 

As with squamous cell carcinoma and basal cell carcino- 
ma, certain genetic factors, eg, fair skin, blond and red 
hair, and light-colored eyes, predispose individuals to 
development of malignant melanoma.*' This high inci- 
dence of melanoma in light-colored whites, compared with 
a low incidence in dark-skinned whites, Latins, Indians, 
and blacks, has been well demonstrated." A New Mexico 
study showed incidences per 100,000 population in whites 
of 16 (7.6 male, 8.4 female); in Latins, of 2.8 (1.3 male, 1.5 
female); and in Indians, of 1.3 (0.5 male, 0.8 female). A 
report from Israel showed an incidence of 34 cases of 
melanoma per million in European Jews eompared with 2.7 
per million in African Jews.” Lee” reported an incidence of 
15 per million in Latins and blacks, compared with 42 to 46 
cases per million in whites. A Texas study by McDonald" 
showed an incidence of 34 per million in whites compared 
with 2.7 per million in nonwhites. 

Our study showed a crude incidence, for 1978, of 28.57 
cases of melanoma per 100,000 (27.20 standardized) in 
whites (Table 3). No melanomas were found in Latins, 
Indians, or blacks. This might be expected for Indians and 
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blacks because of their low numbers in southern Arizona, . SA 


but it is unusual for those of Spanish heritage, considering .. 
their large numbers in this area (Table 2). 

Besides the genetic factors mentioned, there are certain, 
meterologie and geographic factors in southern Arizona 
that allow a greater quantity of ultraviolet radiation to 
reach the earth’s surface, thus increasing the incidence of 
malignant melanomas, squamous cell carcinomas, and ba- 
sal cell carcinomas. Tucson has more sunlight (mean annual 
percentage, 86%), more clear days (mean annual number, 
193), and less daytime cloudiness (cumulative annual mean 
percentage, 38%) than any populated geographic site in 
North America. It has a low average annual humidity (30%) 
and high average annual temperatures of 28.1 °C (82.4 °F) 
maximum and 11.3 °C (52.4 °F) minimum, which are 
conducive to lighter, skimpier, and less clothing, as well as 
more outdoor activities.’ Tucson’s geographic factors that 
enhance ultraviolet radiation include an altitude of 731.52 
m (2,400 ft) (intensities in the ultraviolet B spectrum rise 
2% per 304.8 m); a 32° N latitude (basal cell carcinoma and 
squamous cell carcinoma incidences in the United States 
double for each 3° 48’ decrease [about 424 km, or 265 miles] 
in latitude); and low atmospheric ozone, due to the latitude 
factor plus the west-east gradient, resulting in 10% less 
ozone than that found in more easterly latitudes’ (J. E. 
McDonald, PhD, oral communication, December 1970). 

Many studies show both an increasing and greater 
incidence of malignant melanoma at lower northern lati- 


tudes and in areas where there is a high amount of average 


annual sunlight.**??* Our figures concur with these find- 
ings, and the incidence of melanoma in southern Arizona 
surpasses that reported from other areas of the United 
States. In contrast to other reports on sex distribution, 
which showed more melanomas in females in single- and 
multiple-year studies,'*'* we found a majority of tumors 
(52%) in males during the ten-year period, although in five 
of the years tumors developed more commonly in females. 
Our statistical analysis showed a similar and consistent 
rate of increase of melanoma incidence for both males and 
females throughout the period from 1969 to 1978. 

In comparing reports of the incidence of melanomas 
from areas in the United States of a latitude similar to 
southern Arizona, we show a higher incidence for the years 
1976, 1977, and 1978."?* We feel that this is caused by the 
many meterologic and geographic factors in southern 
Arizona contributing to greater amounts of ultraviolet 
radiation. 

Two reports emphasize the importance of ozone, which 
blocks out most of the ultraviolet radiation in the strato- 
sphere. Fears et al'* reported that the ozone layer varies in 
thickness depending on the time of year and the latitude, 
and they thought that if the ozone concentration decreased 
by 10%, the total amount of ultraviolet light reaching the 
earth’s surface will increase by 19% in the middle latitudes 
(40° N to 60° N) and by 22% in the equatorial zone (30° S to 
30° N). They postulate future decreases in this ozone layer 
thickness—from the use of fluorinated refrigerants (Freon) 
and supersonic airplanes—from 0.07% to 50% by the year 
2000; consequently, we must suspect a marked increase in ` 
the occurrence of all types of skin cancer. A study by 
Houghton et al'* showed periods, with cycles of eight to ten 
years between 1935 and 1974, of an increased incidence of 
malignant melanoma that followed the cyclic times of 
maximal sunspot activity. They felt that this was caused by 
the destruction of atmospheric ozone by solar wind mag- 
netic fields, which increased the cosmic rays in the strato- 
sphere. The increased incidence we show may be due in 
part to this decrease in the ozone layer. 
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The increase in the number of malignant melanomas 
(Table 5) found in this study on the backs of men and on the 
lower part of the legs of women, in recent years, correlates 
with other reports.'^ 37?» During the ten-year period of 
*this study, the largest number of tumors was found on the 
back (164, or 31%), the face (84, or 16%), the legs (68, or 
13%), and the upper part of the arms (43, or 8%). The large 
number of melanomas on the backs and upper part of the 
arms seems to contradict the supposition that the ultravio- 
let energy of sunlight is an etiologic factor, especially since 
fewer melanomas were found on the face than on the back. 
One possible explanation is the present mode of dress, ie, 
thinner clothing, less clothing, and low-cut clothing, espe- 
cially in warm, sunny, southern Arizona. Another possible 
explanation for the increased number of malignant mela- 
nomas on the legs and back, and a smaller increase on the 
face and arms, which receive more ultraviolet irradiation, 
is a postulated form of immunity for melanomas of the 
face and arms developed over centuries of sun exposure in 
the human species? A further attempt to resolve the 
contradiction of malignant melanoma developing on skin 
sites receiving little or no sun exposure is the concept by 
Davis" of a "solar circulating factor," synthesized in 
sun-exposed skin and then circulated to other parts of the 
body, inducing melanoma formation. This concept has been 
partially supported experimentally in laboratory studies by 
Rusdahl,? which showed that repeated ultraviolet B irra- 
diation induces a long-lasting increase in the number of 
dopa-positive melanocytes in irradiated and shielded areas 
of mouse skin. He thought that this change in the shielded 
skin was a result of enhanced mitotic activity caused by 
systemic factors (mitosis stimulating factors), originating 
from the irradiated skin site. 

Lee” showed a gradient relating tumor type with degree 
of sun exposure. Lentigo melanomas are intraepidermal in 
spread and are associated with long-term sun exposure 
(face, arms, and lower part of the legs). Superficial spread- 
ing melanomas, with their intraepidermal spread and early 
invasion, are also concentrated on sun-exposed sites (lower 


limbs of females). Nodular melanomas show no tendency to 
spread intraepidermally, and grow vertically with no par- 
ticular relation to sun exposure. Lee concluded that, where 
a white population is exposed to sunlight, a higher inci- 
dence of melanoma of a type disposed toward lateral 
spreading will occur. Table 6 reflects our findings as to 
location and type of melanoma during a ten-year period, 
which concur with Lee's findings with respect to malignant 
lentigo melanomas (84% [38/45] occurring in sun exposed 
areas), but not with regard to the superficial spreading or 
nodular types (only 35% [65/187] and 39% [25/64], respec- 
tively, were in sun-exposed sites). Since 44% of the melano- 
mas in our study were not specified as to type, our figures 
cannot be conclusively related to Lee's hypothesis. 

Our data show a marked increase in the crude incidence 
of malignant melanomas (Table 3), from 6.49 per 100,000 in 
1969 to 28.57 per 100,000 (27.20 standardized) in 1978. This 
incidence is the highest reported in the United States and 
second only to the incidence in Queensland, Australia (31 
per 100,000).'* We believe that this very high incidence is 
due to the many meteorologic and geographic factors in 
southern Arizona that allow large amounts of ultraviolet 
energy to reach the earth's surface in this area. 
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With Malignancy in the Proband 


John T. Roberts, MB ChB, FRCS(C); Ernest H. Byrne, MD; Donald Rosenthal, MD, FRCP(C) 


* Multiple fibrous histiocytomas of the dermis (dermatofibro- 
mas) were found in six males of one family. A number of the 
tumors fell within the histologic patterns commonly encountered 
in dermatofibromas, but some were unusually large and others 
were cytologically atypical. In addition, the proband died of a 
malignant fibrous histiocytoma of the lung. We believe that this is 
a syndrome and a familial variant of a common dermal entity. 
(Arch Dermatol 117:12-15, 1981) 


ermatofibromas are common, and it is not unusual for 
them to be multiple. Primary malignant fibrous 
histiocytoma of the dermis is uncommon, and early histo- 
logie diagnosis is not easy. We report the case of a man 
with multiple dermatofibromas of the skin in whom a 
malignant fibrous histiocytoma of the lung subsequently 
developed, and who died of that disease. 
Multiple dermatofibromas were also found in four of the 
patient's five sons. 


REPORT OF A CASE 


A 47-year-old man gave a history of the development of skin 
nodules, beginning in his teens. At the age of 40 years, he had had 
three of these removed. Two were excised from the left arm and 
one from the left leg. The indication for removal was stated to be 
size; the largest nodule on the left leg was 3.0 em in diameter, and 
had become pedunculated and was a nuisance to him. The wounds 
healed well; there was no local recurrence and no lymphadenopa- 
thy. Ten other nodules were left untouched. 

At the age of 47 years, he was seen because of a four-month 
history of left-sided chest pain radiating to the back. The pain 
became retrosternal, and was associated with dysphagia for solid 
foods. 

Examination at this time disclosed multiple, discreet, well- 
demarcated cutaneous tumors scattered over the trunk, arms, and 
legs. Their sizes varied from 0.2 to 2.5 em. Some were small, firm, 
red-brown dermal nodules; clinically, they were typical benign 
dermatofibromas. Others were larger, firm or rubbery, protuber- 
ant or sessile, red-brown or yellow-brown, with a smooth surface; 
these were considered clinically atypical for dermatofibromas. The 
chest was clear, and there was no lymphadenopathy. The remain- 
der of the physical examination results were normal. 

Laboratory tests disclosed the following values: hemoglobin, 
15.5 g/dL; WBC count, 7,000/cu mm; ESR, 17 mm/hr; blood 


: E glucose, 96 mg/dL; and SGOT and SGPT, normal. The ECG was 
— also normal. A chest roentgenogram showed a widened medias- 


tinum. After dysphagia developed, barium swallow showed an 
extrinsie lesion impinging on the esophagus. 
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Left thoracotomy was performed, and numerous grape-like 
nodules were found arising from both the parietal and the visceral 
pleura. A biopsy specimen was diagnosed as malignant fibrous 
histiocytoma. 

The initial treatment administered was radiation therapy, but 
the response was poor. Chemotherapy (doxorubicin hydrochloride 
and vincristine sulfate) then reduced the size of the tumor, but 
relapse occurred. 

The patient died one year after his initial chest symptoms. The 
cause of death was massive gastrointestinal tract bleeding after 
erosion of the esophagus by the tumor. 

At autopsy, there was a large tumor, measuring 10.0 x 7.0 x 6.0 
em, in the left upper lobe of the lung. This encircled the arch of the 
aorta, perforated the tracheal bifurcation, and projected into the 
left main bronchus. The middle third of the esophagus was eroded 
by the tumor. Tumor nodules of similar malignant histologic 
character were present in the rest of both lungs, and were 
extensively distributed over both pleural surfaces, in the liver, the 
heart, the thoracic lymph nodes, and the mesentery. One separate 
nodule on the left side of the chest wall was situated in the 
subeutaneous fat, and showed no connection with the dermis. 


FINDINGS 
Skin Lesions in the Proband at Autopsy 


The scars from the previous excision sites, eight years 
before death, were visible on the skin and were well healed. 
There was no suggestion of locally recurrent tumor. 

Ten dermal nodules were noted, seven on the limbs and 
three on the trunk. The largest nodule was on the back of 
the left calf, well clear of the old scar. This lesion was 
polypoid, slightly pedunculated, and covered by intact skin. 
It measured 2.0 x 1.0 x 1.5 em. Medium-sized lesions had the 


typieal dome-shaped appearance of a dermatofibroma, 


with slight pigmentation of the skin, and a yellow color and 
firm feel on section (Fig 1). The smallest lesions were 
lenticular areas of pigmentation about 1 em in size, with 
induration of the underlying skin. 


Histologic Features of the Tumors in the Proband 


The smallest detectable skin lesion in the patient showed 
acanthosis and slight hyperpigmentation of the epidermis. 
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Fig 1.—Medium-sized tumor of brother of proband (original life 
size). 
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Fig 2.—Small lesion of proband at autopsy, with acanthosis and 
alteration of dermal collagen pattern (hematoxylin-eosin, original 
magnification x 50). 





Fig 4.—Histologic section of large tumor of leg of proband. 


Mitoses were present elsewhere (hematoxylin-eosin, original 
magnification x 300). 





Fig 6.—Lung tumor of proband. Storiform pattern was present, but 
more atypical (hematoxylin-eosin, original magnification x 125). 
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Fig 3.—High-power view of middle of lesion in Fig 2, showing 
atypical fibroblasts (hematoxylin-eosin, original magnification 
x 500). 
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Fig 5.—Storiform histologic pattern in skin lesion of one son 
(hematoxylin-eosin, original magnification x 125). 
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Fig 7.—Lung tumor of proband, showing giant cells and cytologic 
atypia (hematoxylin-eosin, original magnification x 125). 
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nucleus and ruffled cell surface are seen ( x 2,500). 


Fig 9.—Electron micrograph of skin tumor from second son. Lipid vacuoles and fibrils are present in cytoplasm 
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Fig 10.—Pedigree chart of affected family. Black circles represent 
subjects with histiocytoma proved by histologic findings; one 
fourth black, history of skin nodules; circles with slashes, no 
nodules on examination; and numbers, number of skin tumors in 
each subject. 


The underlying dermis was not thickened, but the dermal 
collagen bundles tended to be parallel with the epidermis. 
Elastic stain showed a break in the dermal elastic pattern. 
Most interestingly, some of the fibroblasts had large 
irregular and hyperchromatic nuclei (Fig 2 and 3). 

The medium-sized lesions showed all of the variations 
expected in typical dermatofibromas, with vascular, 
fibrous, and histiocytic patterns predominant in different 
tumors. Occasionally, there was a two-zone phenomenon, 
with the deeper area being cell-poor and sclerotic, while 
more superficially there were multiple vascular channels. 
Epidermal hyperplasia and mild hyperpigmentation were 
frequently found. 

The largest dermal nodule showed histiocytes with 
foamy cytoplasm as the dominant cell. Fat was demonstra- 
ble by oil red O stain on frozen section. Giant cells were not 
uncommon; mitoses were fairly frequent and sometimes 
atypical. The nuclei were large and sometimes hyperchro- 
matic. 

Review of the specimen excised from patient's left leg 
when he was 40 years old showed similar features (Fig 4). 
Its lower border formed a sharply demarcated semicircular 
bulge into the subcutaneous fat. 


Histologic Features of the Tumors in Relatives 


The tumors found in the patient's relatives showed some 
variation, but were always within the range described in 
typieal, or atypical, fibrous histiocytomas. A lesion from 
one of the patient's sons showed a storiform pattern (Fig 5) 
with more cytologic atypia than is usual in a dermatofibro- 
ma. The lateral subdermal extension characteristic of 
dermatofibrosarcoma was not seen in this or any other 
tumor examined. 


The Malignant Tumor in the Proband 


The lung biopsy specimen showed a pattern of atypical 
spindle cells in a fibrous stroma that bore a definite 
. resemblance to the skin tumors. Bizarre giant cells were 
present with some frequency. At autopsy, the tumor was 
more anaplastie, with many atypical mitoses. Occasional 
areas of blood vessel proliferation were seen. In some 
areas, a myxoid or storiform pattern predominated (Fig 6 
and 7). 


Electron Microscopy 


The lung tumor in the proband and skin tumors from his 
brother and a second son were examined by electron 
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microscopy. All showed a pattern of spindle or giant cells 
with a collagen stroma (Fig 8). Plentiful granular endoplas- 
tic reticulum, sometimes with dilated cisternae, was usual- 
ly present, but this finding was not universal. In the son's 
tumor, prominent lipid droplets were identified, together 
with numerous microfilaments (Fig 9). All of these fea- 
tures have been described previously in fibrous histiocyto- 
mas. No cell specialization was seen that would suggest an 
alternative histogenesis. 


Inheritance Pattern 


The mode of inheritance of these lesions is illustrated in 
Fig 10. In one man, we know for certain that four of the 
tumors appeared in his 24th year. Otherwise, the history is 
one of the development of lesions in teenage or young adult 
life, with slow and variable increase in size thereafter.. 

It is remarkable that we have not found a female in this 
family with a lesion for biopsy. One woman has a history of 
skin nodules, but to date we have been unable to examine 
her. 


COMMENT 


Our data demonstrate an inherited form of dermatofi- 
broma or fibrous histiocytoma of the dermis. In the 40 skin 
tumors studied histologically, the most common appear- 
ance was that of a classic dermatofibroma, but others 
exhibited a range of atypical features culminating in the 
malignant lung tumor. This latter lesion may have had an 
independent origin, but a metastasis is also possible; 
however, it is unlikely, as there was no local recurrence or 
lymph node metastasis to indicate that any one of the 
proband's dermal tumors was more aggressive than any 
other. | 

References to familial dermatofibroma in the literature 
are sparse, and the four that we have found all described 
cases in mothers and daughters, which makes the dearth of 
women with lesions in this family even more interesting. 
Touraine' suggested an association with diabetes and 
obesity, but the pedigree of his patients' family showed 
skin tumors in only a mother and daughter. He cited two 
references, in older literature not accessible to us; each 
again reported lesions in a mother and daughter. Finally, 
Gelfarb and Hyman’ described a mother and daughter 
with lesions, but no biopsy was performed of the daugh- 
ters lesions; 18 other family members had no known 
lesions. The lesions seen in Buschke-Ollendorf syndrome 
appear to be connective tissue nevi, and are not comparable 
to those discussed herein.” Therefore, we feel that we have 
reported here a previously undescribed entity. We have 
recommended excision of these tumors, both because of the 
unfavorable clinical course of the proband and because of 
the atypical histologic features of the skin lesions them- 


. selves. 


Nonproprietary Names and Trademarks of Drugs 


Doxorubicin hydrochloride—A d riamycin. 
Vincristine sulfate—Oncovin. 
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Griseofulvin-Resistant Dermatophytosis 


Correlates With In Vitro Resistance 


William M. Artis, PhD; Bonnie M. Odle, MS; Henry E. Jones, MD 


e The unsuccessful treatment of dermatophytosis with griseo- 
fulvin is common. The mechanism is not known but may involve 
infection with a griseofulvin-resistant dermatophyte. The mean 
minimal inhibitory concentration (MIC) value of griseofulvin for 
Trichophyton rubrum isolates obtained from griseofulvin unre- 


sponsive patients was substantially larger than the mean MIC. 


value for responsive control isolates. This difference indicates 
that therapeutic failure does correlate with the relative in vitro 
resistance. An MIC of 3.0 „g/mL or greater was determined to 
indicate relative griseofulvin resistance. We conclude that the 
MIC determination for griseofulvin can be used to determine the 
appropriateness of griseofulvin therapy. 

(Arch Dermatol 117:16-19, 1981) 


Se 1959, griseofulvin has been the mainstay of thera- 
py for dermatophytosis. In 1965, Anderson’ summa- 
rized the extensive literature on the effectiveness of 
griseofulvin and reported the following cure rates: tinea 
capitis, 93.1%; tinea of the glabrous skin, 64.8%; tinea of the 
palms and soles, 53.3%; tinea of the fingernails, 56.9%; and 
tinea of the toenails, only 16.7%. 

Although, to our knowledge there has been no study of 
the effectiveness of griseofulvin in the intervening 15 
years, many dermatologists have been impressed that 
griseofulvin is no more effective than reported by Ander- 
son. This seems particularly true for the clinical syndromes 
of chronic tinea corporis, tinea pedis of the erythrodermic 
moccasin variety, onychomycosis, the dry scaling type of 
tinea capitis, and tinea manuum. 

Failure of dermatophytosis to respond to griseofulvin 
therapy may oecur because of the following: (1) inadequate 
dosage, (2) poor patient compliance, (3) inadequate absorp- 
tion of the drug from the gastrointestinal tract, (4) 
microsomal enzyme inactivation and drug interaction," (5) 
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failure of griseofulvin to enter the site of infection despite 
adequate blood levels, (6) diminished activity within 
infected skin, and (7) infection with a dermatophyte that is 
not sensitive to griseofulvin. None of these possibilities has 
been shown to correlate with and explain adequately 
griseofulvin therapeutie failures. 

It is the purpose of this investigation to determine if 
there is a correlation between the clinical responsiveness of 
dermatophyte infections to griseofulvin and the in vitro 
sensitivity of the infecting fungus to griseofulvin. 


METHODS 


The dermatophyte cultures tested in this study were submitted 
by dermatologists for identification and antimycotic sensitivity 
testing. Clinical histories were used to identify griseofulvin 
therapeutic failures. A therapeutic failure was defined as a 
patient who had been treated with oral griseofulvin (at least 250 
mg twice a day) for at least four months without substantial 
improvement in skin involvement exclusive of onychomycosis. The 
remaining isolates were from patients responsive to griseofulvin 
therapy and were, for this study, designated “controls.” 

The primary isolate was subcultured on potato dextrose agar 
without antibiotics for speciation and into shallow nutrient broth 
cultures for the purpose of preparing the fungal inoculum used in 
sensitivity testing. 

Antimycotie sensitivity testing was performed using a liquid 
microculture method developed in this laboratory. A stock solution 
of griseofulvin was prepared by dissolving 12 mg of griseofulvin in 
30 mL of 70% ethyl alcohol. Dilutions of the stock solution were 
prepared in 50% ethyl alcohol so that 10 uL of each dilution would 
deliver the appropriate quantity of griseofulvin to a microtiter 
well containing 200 uL of nutrient broth. The upper solubility limit 
of the test system was 18 ug of griseofulvin per milliliter of 
nutrient broth. The lowest concentration tested was 0.05 ug of* 
griseofulvin per milliliter of nutrient broth. 

The fungal inoculum was prepared by washing the nutrient 
broth-grown mycelia three times with distilled water by centrifu- 
gation. The washed mycelia were resuspended in nutrient broth 
and fragmented with a Broeck ground-glass tissue grinder. The 
fragmented suspension was standardized by adjusting the density 
spectrophotometrically to an absorbance of 0.500 to 0.600 at a 
wavelength of 450 nm using a spectrophotometer (Beckman model 
3500): Ten microliters of the inoculum was pipetted into each 
microtiter well. The mierotiter plate was covered, sealed with tape 
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Table 1.—Species Distribution of Dermatophytes Submitted for 
* Griseofulvin Sensitivity Testing 


Genera and . No. With Sufficient x 
Species cess Data 


Trichophyton rubrum 





Table 2.—Clinical Diagnosis and Range of MIC Values for Isolates Studied* s 





Intensity of Griseofulvin Therapy 
Patient No./ Clinical-Anatomical lnflammatory = 
Sex/Age, yr Syndrome Infected, % Response Duration Response MIC, ng/mL 
36/M/50 Tinea pedis bute Strong Weeks Yes 0.1 
45/M/47 Tinea pedis, manuum "t Weak Years es - - 
20/M/19 Tinea pedis, manuum Weak Weeks 
25/M/35 Tinea pedis Weak Weeks 2 q 
43/F/43 Tinea pedis, corporis Strong Months 
53/M/22 Tinea corporis Moderate Months s : 
58/M/36 Tinea corporis Moderate Years ims 
77/M/33 Tinea pedis Weak Months E 
16/M/35 Tinea pedis Weak Months 0. E J 
24/M/28 Tinea pedis Weak Months à 
133/M/44 Tinea pedis x Weak Weeks Yes 7 
31/M/24 Tinea pedis i ^um Weak Months Yes 1.0 
51/M/48 Tinea pedis, corporis 10 Moderate Years} Yes 1.0 
52/F/56 Tinea pedis, corporis 15 Moderate Years} Yes 1.0 A 
59/M/35 Tinea corporis 20 Moderate Years Minimal 1.0 
61/M/29 Tinea pedis m Weak Years Minimal 1.0 
75/M/29 Tinea pedis, manuum "vw Weak Years Minimal 1.0 
41/M/45 Tinea pedis, manuum cn Weak Years Minimal 1.0 
19/M/37 Tinea pedis, manuum J^ Weak Years No 2.0 
62/F/50 Tinea pedis, manuum NS Weak Years Minimal 2.0 
66/F/60 Tinea corporis 30 Moderate Months Yes 2.0 
112/M/42 Tinea manuum, corporis 5 Weak YearsT Yes 2.0 
88/M/25 Tinea pedis S. Weak Months Yes 2.0 
98/F/30 Tinea pedis, manuum "T Strong Weeks Yes 2.0 
100/M/42 Tinea corporis 20 Weak Months Yes 2.0 
101/M/21 Tinea pedis, manuum Laa Weak Months Yes 2.0 
105/F/24 Tinea pedis on Weak Months Yes 2.0 
87/M/25 Tinea corporis 30 Weak Months No 3.0 
91/M/30 Tinea manuum ne Weak Months No 3.0 
140/M/28 Tinea corporis 40 Weak Months No 3.0 
89/M/31 Tinea corporis 30 Weak Months No 4.0 
110/F/37 Tinea corporis 10 Weak Years Minimal 4.0 
135/M/.. Tinea corporis 20 Weak Months i 4. — 
70/M/44 Tinea pedis, manuum Weak Years 
83/M/50 Tinea pedis, manuum Weak Years 2 o 
.86/M/49 Tinea pedis, manuum Weak Years p 
90/M/29 Tinea corporis, pedis 80 Weak Years N x 
146/M/28 Tinea manuum, pedis, 15 Weak Years No 5.0 l 
corporis 
72/M/27 Tinea corporis, pedis 20 Weak Years No 6.0 
148/M/38 Tinea corporis 20 Weak Months Minimal 6.0 
128/M/40 Tinea corporis 40 Weak Years No 9.0 
74/M/46 Tinea corporis 80 Weak Years No > 18.0 
6/M/50 Tinea corporis, pedis, 50 Weak Years No => 18.0 
manuum 


*MIC indicates minimal inhibitory concentration. 
fThese patients relapse when griseofulvin therapy is stopped but respond when therapy is reinstituted. 
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Table 3.—The Mean Griseofulvin MIC Value for Isolates 
From the Indicated Infection Syndrome 


Mean MIC, „g/mL 
Clinical-Anatomical 
Syndrome 


Tinea pedis, manuum 
Tinea corporis (16) 


Controls 
(27) 3.0 (10) 1.0 (17) 
6.3 (13) 1.6 (3) 


*MIC indicates minimal inhibitory concentration. Parenthetical figures 
are number of isolates in each category. 


Failures 





Griseofulvin Failure Isolates a 
Control Isolates NN 


No. of Isolates 
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Frequency of distribution of minimal inhibitory concentration 
(MIC) values for Trichophyton rubrum isolates from griseofulvin 
therapeutic failures and from responsive control isolates. Isolates 
from griseofulvin therapeutic failures have higher MIC values. 
P< .005. 


to retard evaporation, and incubated at 32 °C. Fungal growth was 
monitored visually at 2, 4, and 6 days using a concave mirror to 
view and magnify mycelial growth occurring on the bottom of the 
microtiter wells. The concentration of antimycotic that caused 
complete inhibition of growth after four days was defined as the 
minimal inhibitory concentration (MIC). The MIC values did not 
change during an additional four days of incubation. The test was 
controlled by non-antimycotic-containing nutrient broth cultures 
and nutrient broth cultures to which 10 uL of 50% ethyl alcohol had 
been added. Four replicate cultures were used for each antimycotic 
concentration tested. 


RESULTS 


During the study, 102 specimens were submitted to our 
laboratory for identification and antimycotic sensitivity 


testing. Table 1 summarizes the number of isolates of each 


species received and the availability of sufficient clinical 
data. The most common isolate was T'richophyton rubrum. 
Because the number of dermatophyte isolates other than 7' 
rubrum was small, data from these will not be presented 
until a larger number of specimens have been tested. 
Trichophyton rubrum isolates from fingernails and toe- 
nails are also not included because of the difficulty in 
evaluating the adequacy and effectiveness of therapy. 
Table 2 tabulates the clinical diagnosis in the 43 patients 
with adequate clinical data from whom the T rubrum 
isolates were obtained. There were 36 men and seven 
women. The mean age of the subjects was 37 years. Tinea 
corporis was the dominant clinical-anatomical syndrome in 
16 subjects. The average surface area of glabrous skin 
infected was 37%. Two of these patients had as much as 
80% of their glabrous skin infected. In the remaining 27 
patients, tinea pedis-manuum was the dominant clinical- 
anatomical syndrome. The table also identifies which 
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isolates were from therapeutic failures and lists the'indi- y 
vidual MIC values of each for griseofulvin. Of those 
patients who were clinically unresponsive or only minimal? 
ly responsive to griseofulvin, 17 had undergone years of, 
griseofulvin therapy. 

The MIC values of the 43 isolates ranged between 0.1 to 
18 ng/mL or greater. The median MIC value was 1.0 
ug/mL. Two isolates were resistant to griseofulvin, since 
they were not inhibited by as much as 18 ug/mL, which is 
the upper limit of the test system. 

Table 3 separates the 43 T rubrum isolates tabulated in 
Table 2 into the infection syndromes of tinea corporis and 
tinea pedis-manuum. The mean griseofulvin MIC value for 
isolates obtained from patients who failed to respond to 
griseofulvin for both syndromes is larger than the mean 
value for the corresponding control isolates. 

A frequency analysis that separately plots the distribu- 
tion of MIC values obtained from therapeutic failures and 
control isolates is depicted in the Figure. Two distinct 
distributions emerge. The mean MIC value for the control 
isolates is 1.1 ug/mL. The mean MIC value for the clinical 
griseofulvin failure isolates is 4.9 ug/mL. The two distribu- 
tions overlap at MIC values between 0.5 and 2.0 ug/mL. 
The apparent separation of these two distributions was 
confirmed with the Wilcoxon rank sum test (P < .005, one 
tail; P — .01 two tail). These data indicate that a signifi- 
cant portion of T rubrum isolates from griseofulvin thera- 
peutie failures is more resistant to griseofulvin in vitro 
than are control isolates. 


COMMENT 


There have been several reports describing therapeutic 
failures with griseofulvin associated with the isolated 
dermatophyte having a high MIC. Michaelides et al: 
described a patient who had an extensive T tonsurans 
infection that did not respond to as much as 6 g/day of 
griseofulvin. The MIC values of fungal isolates obtained 
from this patient during the course of therapy ranged from 
10 to 20 ug/mL. Two casual isolates used as controls had 
MIC values of 6 ug/mL. A second report by Fisher et al 
describes an extensive verrucous E’pidermophyton flocco- 
sum infection. This infection initially responded to thera- 
py, but then relapsed despite continued griseofulvin thera- 
py. The MIC at the onset of treatment was 1 to 2 ug/mL. 
At the time of relapse, the MIC had increased to 5 to 9 
ug/mL. The most recent report describes an extensive T 
violaceum infection that, at the onset of treatment with 
griseofulvin, had an MIC of 15.62 ug/mL.* After three 
years of treatment, the MIC had increased to 125 ug/mL. 
These few reports suggest that in vitro resistance, whether 
selected or induced, correlates with the diminished clinical 
effectiveness of griseofulvin. 

The data presented in this article establish that for T 
rubrum infections (tinea corporis, tinea manuum, and 
tinea pedis), a poor clinical response to griseofulvin corre- 
lates with a diminished in vitro sensitivity to this antimy- 
cotic. Examination of the two distributions identified in 
the Figure indicates that 17 of the 24 griseofulvin failure 
isolates had MIC values 3.0 ug/mL or greater and that ' 
these did not overlap with the MIC range for responsive 
control isolates. We have, therefore, selected an MIC of 3.0 
ug/mL or greater as indicative of relative griseofulvin 
resistance. The range of MIC values was between 0.1 and 
18 ng/mL or greater. This is similar to those reported by 
Young,’ who tested 737 T rubrum isolates, and Grin et al,’ 
who tested 343 T violaceum and 166 T schoenleinii isolates, 
and indicates that dermatophytes are variably sensitive to 
griseofulvin in vitro. Neither Grin et al nor Young corre- 
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h \ated their in vitro data with the outcome of griseofulvin occur spontaneously and can be induced by ultraviolet 


therapy as was done in this report. 

* The relationship between clinical responsiveness and the 
MIC is complex and may depend on the thickness of the 
stratum corneum and on whether an infection of hard 
keratin such as nails or hair is being considered. This may 
be related to the fact that the delivery of griseofulvin to 
the site of infection by keratinocyte binding, or the reverse 
entry of sweat, is likely to be less efficient for thick 
stratum corneum and hard keratin than for thin stratum 
corneum. Thus, a relatively low MIC that does not correlate 
with clinical resistance for thin stratum corneum may be 
adequate to account for clinical resistance in thick stratum 
corneum and hard keratin. The data presented in Table 3 
support this speculation. It is particularly noticeable that 
the mean MIC for the thin stratum corneum tinea corporis 
infections that were unresponsive to griseofulvin therapy 
is more than twice as large as the mean MIC value for the 
thick stratum corneum tinea pedis-manuum infections that 
failed to respond. 

We also speculate that infection with a relatively griseo- 
fulvin-resistant dermatophyte or induction-selection of a 
resistant strain during the course of therapy may amplify 
the detrimental effects of poor patient compliance, malab- 
sorption, or a diminished capacity of griseofulvin to reach 
the site of infection. A slight increase in the quantity of 
griseofulvin needed to inhibit fungal growth under these 
circumstances could be adequate to cause a griseofulvin 
therapeutic failure. 

Although our data indicate that resistance may be 
inducible, since isolates with the largest MIC values were 
obtained from patients with chronic infections who had 
been treated with griseofulvin for years (Table 2), it is 
difficult (if not impossible) to determine whether 
resistance is the product of induction or selection. This is 
because the widespread use of griseofulvin during the past 
20 years would theoretically limit the prevalence of induci- 
ble dermatophytes never exposed to the antimycotic. In 
addition, the quantity and effect on dermatophytes of 
griseofulvin produced in nature by Pencillium griseoful- 
vum is not known. 

The few experiments designed to induce griseofulvin 
resistance in vitro by the serial passage of dermatophytes 
into medium containing increasingly greater concentra- 
tions of the antimycotie have yielded conflicting results. 
Aytoun et al? reported increasing the MIC for strains of 
Microsporum canis and T rubrum, whereas Fisher et al 
who used only T rubrum were not successful. Griseofulvin- 
resistant dermatophytes, however, have been reported to 


light.'^ This resistance was found, by crossover studies, to 
be controlled by at least two genes. The metabolic pathway 
through which these genes mediate griseofulvin resistance 
is unknown. 

Before antimycotic sensitivity testing of clinical fungal 
isolates becomes useful in the same context as antibacteri- 
al sensitivity testing, the meaning of the in vitro derived 
MIC for a given antimycotie agent must be established. 
This is accomplished by correlating the MIC with the 
outcome of therapy with that antimycotic drug. At present, 
little data of this type exist. This is because of the past 
scarcity of antimycotic agents and, more recently, because 
of the technical difficulty of performing antimycotic sensi- 
tivity tests, particularly of filamentous forms where inocu- 
lum preparation is a major obstacle. The problem of 
inoculum preparation for filamentous fungi has recently 
been resolved in our laboratory by devising a method to 
produce a fragmented mycelium free of conidia that can be 
easily standardized.’ 

We speculate that antimycotic sensitivity testing, like 
antibacterial sensitivity testing, will become a useful and 
necessary procedure for the selection of antimycotic thera- 
py. For instance, if an infection is not responding to 
griseofulvin and the causative fungus has a high MIC (for 
example, 9 ug/mL), then prescribing or continuing griseo- 
fulvin therapy would not be appropriate. Conversely, if a 
low MIC (Z-ug/mL) is obtained, then it would be appro- 
priate to use griseofulvin in adequate dosages and look for 
an alternative explanation for any inadequate clinical 
response. 

This study does not define the prevalence of relative 
griseofulvin resistant T' rubrum strains. From the limited 
data available, resistance would seem to be a frequent 
cause of griseofulvin therapeutic failures. Additional 
investigations to determine the true prevalence and mech- 
anisms of griseofulvin resistance are needed. 


This study was supported in part by a Brown-Hazen grant for research in 
mycology. The griseofulvin was supplied by MeNeil Laboratories Inc, Fort 
Washington, Penn. The author acknowledges the dermatologists who 
provided the fungal isolates and the accompanying clinical data. Stewart E. 
Wiegand, MD, gave encouragement and suggestions. 


Nonproprietary Name and 
Trademarks of Drug 


Griseofulvin—Fulvicin U/F, Grifulvin V, Grisactin, Grisowen, 
Gris-PEG. 
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Pruritic Folliculitis of Pregnancy 


Elaine Zoberman, MD, Evan R. Farmer, MD 


e We studied the clinical and pathologic features of a pruritic, 
erythematous, papular eruption occurring in six pregnant women 
between the fourth and ninth months of gestation. All patients 
were in good health and without symptoms associated with the 
eruption. The lesions were generalized except in one patient. 
The clinical diagnosis in each case was papular dermatitis of 
pregnancy. The histopathologic feature of acute folliculitis was 
observed in five of the six women. The sixth patient demon- 
strated parakeratosis limited to the acrotrichium. No microor- 
ganisms were found in the six patients, and direct immunofluo- 
rescence microscopy was negative for deposition of immunore- 
actants in the four patients that were observed. Deliveries were 
normal, and all infants were healthy. The lesions cleared spon- 
taneously at delivery or in the postpartum period. We believe that 
papular skin lesions in pregnant women should undergo biopsy 
to obtain further data regarding the dermatitis and its natural 
history. 

(Arch Dermatol 117:20-22, 1981) 


apular dermatitis of pregnancy was first described by 

Spangler et al' in 1962 as a generalized eruption of 
small, erythematous, pruritic papules occurring anytime 
during pregnancy. It was associated with increased human 
chorionic gonadotropin levels, decreased plasma levels of 
hydrocortisone,' and decreased urinary estriol levels.” The 
dermatitis was thought to occur rarely, with an incidence 
estimated at one in 2,400 pregnancies and with an asso- 
ciated increase in fetal mortality approaching 30%.' The 
eruption often cleared after delivery, though corticoster- 
oid' or estrogen’ therapy was advocated for severe cases. 
The process frequently recurred in subsequent pregnan- 
cies. 

Recently, Lawley et al? described another type of lesion 
that they termed “pruritic, urticarial papules and plaques 
of pregnancy.” This process occurred during the third 
trimester of pregnancy in seven patients and was not 
definitely associated with fetal complications. 

We have observed six pregnant patients with a pruritic 
papular eruption. Five of the six patients demonstrated a 
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pattern of folliculitis that has not been described in the 
other dermatoses occurring in pregnancy. 


METHODS 


The clinical data are summarized in the Table. The patients’ 
ages ranged from 16 to 33 years. Three were white, one was black, 
and two were Oriental. All were in good health and none 
complained of constitutional symptoms associated with the erup- 
tion. Except for prenatal multivitamins, including vitamin A and 
ascorbic acid at the minimum dose levels recommended for 
pregnancy, only patient 5 was taking any additional medications, 
and these were prescribed for a urinary tract infection. She was 
treated with a combination of sulfisoxazole and phenazopyridine 
hydrochloride followed by ampicillin. 

The time of onset of the dermatitis ranged from the fourth to 
ninth month of gestation. All of the lesions were excoriated, 3- to 
5-mm, erythematous papules (Fig 1). One woman was believed to 
have early vesicle formation, while two others had an urticarial 
component. Five patients had a generalized distribution of the 
eruption; the sixth patient had lesions limited to the arms and 
abdomen. 

Treatment modalities included topical 0.1% betamethasone val- 
erate, topical 0.05% fluocinonide, topical gamma benzene hexa- 
chloride (lindane), systemic hydroxyzine hydrochloride, and sys- 
temic diphenhydramine hydrochloride. Following these treat- 
ments, there were no objective changes in the lesions, and there 
was only mild relief of the pruritus. In one patient, the eruption 
occurred in the fourth month of pregnancy, lasting only one week 
and clearing spontaneously. In two patients, the lesions cleared on 
delivery while in two other patients, the dermatitis cleared one 
month after delivery. One patient had lesions two weeks post 
partum but was unavailable for follow-up. Follow-up information 
was supplied by the referring dermatologists and the patients 
themselves, when possible. Labors and deliveries were unremark- 
able, and all infants seemed to be in good health. 

Two patients had had eruptions with previous pregnancies. 
However, one of these patients had had no lesions associated with 
a pregnancy occurring between the previously and the presently 
affected pregnancies. The other patient reported a similar erup-+ 
tion while taking danazol. 

No serum or urinary human chorionic gonadotropin, hydrocorti- 
sone, or estriol levels were obtained in this retrospective study. 


HISTOPATHOLOGIC FINDINGS 


Punch biopsy specimens of representative lesions from 
six patients were collected during 15 months. Serial sec- 
tions were cut and stained with hematoxylin-eosin. 
Selected sections were also stained with PAS, Brown- 
Brenn, or Giemsa. Four cases were studied with direct 
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Resolution of 
Skin Lesions 


Onset of Skin Lesions, 


Patient/ Age, 


y Months of Gestation 


Distribution 


of Papules Miscellaneous 


r 
1/23 4 1 wk after onset Generalized None 


2/28 5 


3/19 6 


1 mo post partum 


After delivery 
After delivery 





Fig 1.—Back of patient 3 shows diffuse eruption of discrete 
erythematous papules. 
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Fig 2.—Hair follicle from patient 2 demonstrates intraluminal 
pustule with diffuse infiltration of follicular wall by inflammatory 
cells. In adjacent part of dermis is mild perivascular inflammatory 
«Cell infiltrate (hematoxylin-eosin, x 70). 


immunofluorescence microscopy for deposition of IgG, 
IgM, IgA, and C3. 

On microscopic examination, the epidermis generally 
showed mild focal spongiosis with exocytosis of inflamma- 
tory cells—mainly mononuclear cells and occasional poly- 
morphonuclear leukocytes. Two patients had focal paraker- 
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1 mo post partum 


Similar eruption occurred during 
one of two previous pregnancies 


Lesions present 2 wk post partum; 
patient unavailable for follow-up 


Similar eruption occurred with 
previous pregnancy and with 
danazol therapy 


Generalized None 
Arms and abdomen Unavailable for further follow-up 


Generalized 


Generalized 


Generalized 





atosis; otherwise, the stratum corneum seemed normal. 
The main histopathologic abnormality seemed to be in the 
hair follicles in five of the patients. There was intraluminal 
pustule formation containing neutrophils, lymphocytes, 
mononuclear cells, and rare-to-numerous eosinophils (Fig 
2). Frequent destruction of follicular walls with abscess 
formation in the dermis was observed. 

Otherwise, the dermis showed mild edema and a slight to 
marked perivascular infiltrate similar to that seen within 
the hair follicles. The one patient without a folliculitis 
showed a very mild perivascular infiltrate in the upper part 
of the dermis and parakeratosis at the edges of the 
acrotrichium. No microorganisms were found in any speci- 
men with the special stains. 

Direct immunofluorescence microscopy of the lesions, 
including the hair follicles, was negative for deposition of 
IgG, IgM, IgA, and C3 in four patients. 


COMMENT 


Since the original work by Spangler et al' in 1962 
describing the clinical picture and laboratory findings in 12 
cases of papular dermatitis of pregnancy, little investiga- 
tive work has been done on this disorder. In 1971, Spangler 
and Emerson* published a second study demonstrating a 
decrease in urinary estriol levels, associated with the 
disease. They did not, however, describe the histologic 
appearance of the lesions in either article. A case report of 
a patient with papular dermatitis of pregnancy by Britton’ 
in 1966 stated only that the biopsy specimen showed 
“chronic inflammation." 

Rahbari, in a histopathologic study of 16 patients with 
pruritic papules of pregnancy, described it as a “toxic” 
dermatitis. The epidermis showed mild acanthosis, para- 
keratosis, and scattered exocytosis of neutrophils and 
eosinophils. There was extensive edema in the dermis and 
a perivascular infiltrate of lymphocytes and histiocytes 
with some neutrophils and eosinophils. There was capillary 
endothelial cell edema but no vasculitis. This description is 
similar to our findings except for the presence of folliculi- 
tis in our patients. 

Lawley et al? recently described an entity with a similar 
clinical picture of pruritic erythematous papules but a more 
urticarial plaque-like component. The histologic findings in 
these cases consisted of an upper dermal and occasionally 
middermal perivascular lymphohistiocytic infiltrate asso- 
ciated with some edema of the papillary dermis. There 
were a variable number of eosinophils within the dermis. 
In some patients, the epidermis had changes of spongiosis, 
parakeratosis, or crusting, but no folliculitis was 
observed. 

Pruritic erythematous papules are also the clinical fea- 
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ture of prurigo gestationis. The lesions are usually con- 
fined to the extremities, but may also involve the trunk. 
They tend to resolve in the postpartum period and may 
recur with subsequent pregnancies.* These clinical features 
are similar to those seen in our patients, but the histologic 
feature of folliculitis has not been described. 

In our study of six cases with a pruritic papular eruption 
occurring in pregnancy, we found the primary lesions in 
five patients to be a folliculitis without demonstrable 
microorganisms. The one patient without active folliculitis 
but with parakeratosis at the acrotrichium is also the 
patient with a limited distribution of lesions. This may 
represent a milder form of the process or another entity 
entirely. 

Similar follieular lesions showing spongiosis and an 
infiltration of eosinophils and lymphocytes into the walls 
of the hair follicles were described in a case of progester- 
one hypersensitivity by Bierman.’ This patient had multi- 
system disease with arthritis, peripheral hypereosinophil- 
ia, metabolic abnormalities, and spontaneous first-trimes- 
ter abortions associated with the occurrence of the lesions. 
No evidence of multisystem disease was observed in any of 
our patients. 

Hormone production by the placenta and ovary seems to 
help effect a maternal immunologic tolerance of the fetus.* 
The decreased levels of hydrocortisone and estriol and the 
increased human chorionic gonadotropin level found by 
Spangler et al' and by Spangler and Emerson? may reflect 
a mild hormonal imbalance that affects the patient’s 
immunologic responsiveness. Unfortunately, these hor- 
monal levels were not determined in our patients. Howev- 
er, there is no clear-eut evidence to date that the dermatitis 
is mediated by immunologic abnormalities. 

Pruritic eruptions similar to those associated with preg- 





nancy have long been known to occur premenstrually;? 
when estrogen levels are low. We are currently following 
up one patient with folliculitis that occurs before each 
menses. Two of six patients in this study who were 
specifically questioned denied the occurrence of any lesions 
associated with their menstrual cycles, but one patient 
reported a similar eruption with the use of danazol. 

Whether the premenstrual eruptions and the pruritic 
folliculitis occurring in pregnancy are related to each other 
is not clear. They do, however, provide the basis for 
speculation concerning the role of gonadal steroids and the 
possible association of an immunologic response in the 
production of folliculitis. Nonmicrobial folliculitis may not 
be a pathologic process limited to patients with endocrine 
imbalances but may be associated with other disease states 
as well. In support of this idea, O’Loughlin and Perry" 
published a case report of sterile suppurative folliculitis in 
a patient with an active ulcerative colitis. They speculated 
that this lesion may represent a variant of pyoderma 
gangrenosum. 

We suggest the term “pruritic folliculitis of pregnancy” 
not necessarily to designate a separate clear-cut entity, but 
as a term useful in the classification of patients with this 
disorder for further examination and assessment of treat- 
ment. 


Figure 1 was provided by Allen Gaisin, MD. 


Nonproprietary Names and 
Trademarks of Drugs 


Danazol—Chronogyn, Danocrine. 
Fluocinonide—Lidex, Topsyn. 
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Multinucleated Epidermal Giant Cells 
in Inflammatory Skin Diseases 


Hachiro Tagami, MD, Masami Uehara, MD 


* The occurrence of multinucleated epidermal giant cells 
(MEGCs) with more than three clumping nuclei has been consid- 
ered an episodic and exceptional phenomenon in inflammatory 
skin diseases. However, we have found them in 97 histologic 
specimens obtained from inflammatory lesions. They appeared 
in 88 of 196 biopsy specimens from a group of patients with 
chronic eczema or prurigo. In pruriginous lesions alone, they 
were found in 67 (7496) of 90 specimens. On the other hand, 
MEGCs were found rarely in lichen amyloidosus (2/11), derma- 
titis herpetiformis (1/6), erythema multiforme (1/11), pustular 
psoriasis (1/17), lichen planus (1/29), lupus erythematosus 
(1/30), and pustulosis palmaris et plantaris (1/41), probably 
representing just a chance occurrence in these dermatoses. 

(Arch Dermatol 117:23-25, 1 981) 


M baste epidermal giant cells (MEGCs) are com- 
monly found in viral infections and may be encoun- 
tered in malignant epidermal tumors, particularly in Bow- 
en's disease and as a result of freezing.’ Ofuji and Horio? 
first reported the exceptional occurrence of these cells in 
two patients with benign inflammatory skin diseases, one 
with pityriasis lichenoides chronica and the other with 
possible contact dermatitis. The occasional occurrence of 
such cells in pityriasis rosea was also noted by Ackerman. 
Recently, Omar et al* found MEGCs in the uninvolved skin 
of patients with psoriasis treated with psoralen-ultravio- 
let-A therapy. Kimura and Hatano® oecasionally found 
binucleated cells in dermatoses characterized by dyskerato- 
sis, eg, lichen planus, lupus erythematosus, and Hailey and 
Hailey disease. However, the MEGCs with three nuclei 
were rare even in those dermatoses (seven of 197 cases). 

In this article, we present the results of our study of 
MEGCs with more than three clustered nuclei. We found 
these cells in 97 cases of inflammatory skin disease. It 
turned out that MEGCs were not uncommon in severely 
pruritie, chronie eczematous, or pruriginous lesions that 
were frequently rubbed or scratched. 
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MATERIALS AND METHODS 


The material studied was from the files of the Department of 
Dermatology, Kyoto (Japan) University School of Medicine, from 
1963 to 1977, and from the file of the Department of Dermatology, 
Hamamatsu (Japan) University School of Medicine, from 1977 to 
1979. We examined about 10,000 4% formaldehyde-fixed, paraffin- 
embedded histologic sections, excluding those from neoplasms, 
viral dermatoses, and granulomatous lesions with pseudoepitheli- 
omatous hyperplasia. Since binucleated epidermal cells, which are 
much more common than MEGCs, tend to appear in a small area 
together with MEGCs, serial sections of the nearby tissue portions 
were always examined whenever a binucleated cell was observed 
in one specimen. 


RESULTS 


Multinucleated epidermal giant cells with more than 
three clustered nuclei were found in a total of 97 speci- 
mens, which accounted for approximately 1% of the total 
number of specimens we examined. They were demon- 
strated in various dermatoses as listed in Table 1, but the 
rates of appearance clearly showed that they occurred 
predominantly in certain kinds of skin lesions. They were 
observed in 45% of patients with chronic eczematous or 
pruriginous lesions, while they seemed to be a chance 
occurrence in acute, exudative, inflammatory lesions. 
Table 2 presents more detailed clinical data on the chronic 
eczema-prurigo group. It is evident from this table that 
MEGCs are found in a fairly high percentage of prurigi- 
nous papules or nodules, ie, 74%. Although less frequent in 
chronic eczematous dermatitis (20%), they were found most 
easily in lichenified plaques. Thus, they were not uncom- 
mon in lesions prominently thickened by continual rubbing 
and scratching due to accompanying pruritus. 

Histologically, the epidermis in which MEGCs were 
observed usually showed acanthosis due to hyperplasia of 
plump epidermal cells and hyperkeratosis (Fig 1). The 
epidermal cells had somewhat eosinophilic cytoplasms. 
Simple measurement of these cells with an ocular grid 
confirmed that they were four to five times larger in 
cross-sectional area than those in noninvolved skin. Several 
MEGCs were usually found in close proximity (Fig 2). They 
were frequently found in areas covered by crusty paraker- 
atosis or in those overlying dermis that showed marked 
exudative inflammatory changes such as deposition of 
fibrin-like material, bleeding, or formation of a definite 


Epidermal Giant Cells—Tagami & Uehara 23 





aar RSE c RF ui 










tara 2 DA ff fà 
AS DEA PEN a ws FAO, Bh 
(95. e TY elt 09 2 oe Oke 
(Red ^ Mage Nn o a. BR. * 


ye 


Fig 2.—Grouped multinucleated epidermal giant cells (hematoxy- 
lin-eosin, X 100). 


Fig 1.—Multinucleated epidermal giant cells with five clumped 
nuclei among plump epidermal cells (hematoxylin-eosin, 
x 200). 


Table 1.—Multinucleated Epidermal Giant Cells 
in Inflammatory Skin Diseases 


Dermatoses Incidence 


Chronic eczema-prurigo 88/196 (4596) 
Lichen amyloidosus-macular amyloidosus 2/11 


Dermatitis herpetiformis 1/6 





Fig 3.—Linear, elongated multinucleated epidermal giant cell 
above subepidermal bulla (hematoxylin-eosin, x 200). 














Pustulosis palmaris et plantaris 1/41 


Fig 4.—Two multinucleated epidermal giant cells in stratum 
granulosum (hematoxylin-eosin, X 400). 








Table 2.—Multinucleated Epidermal Giant Cells 
in Patients With Chronic Eczema-Prurigo 


Dermatoses Incidence 









Chronic eczematous dermatitis 21/106 (2096) 
Nummular eczema 4/11 
Atopic dermatitis 1/7 
Photosensitivity dermatitis 1/11 
Other chronic eczematous dermatitis with 15/77 

lichenified plaques 













Prurigo 
Subacute or chronic prurigo 
Pruriginous eruption in atopic dermatitis 


67/90 (7496) 
37/55 
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Fig 5.—Irregularly shaped multinucleated epidermal giant cell 
with nine clumped nuclei (hematoxylin-eosin, x 200). 


subepidermal bulla (Fig 3). In such areas, binucleated 
epidermal cells were also frequently observed together 
with mitotic figures. 

Multinucleated epidermal giant cells were found at any 
level of the epidermis, ranging from the basal cell layer 
(Fig 1 and 3) to the granular cell layer (Fig 4). They 
assumed various configurations, eg, linear, elongated (Fig 
3), bizarre, or irregular (Fig 5). The cytoplasm of the cells 
was surrounded by distinct intercellular bridges. Cell diam- 


eters varied from 5 to 15 um according to the number of 


nuclei contained. Most cells contained three or four normal 
or somewhat smaller than normal and slightly hyperchro- 


matic nuclei. The largest number of clustered nuclei 
observed in a single giant cell was nine. 


COMMENT 


The occurrence of MEGCs in inflammatory skin diseases 
has been considered an episodic and exceptional event.’ 
However, we found that they are not rare in severely 
pruritic, chronic pruriginous, or lichenified lesions. It is 
likely that they have been overlooked in the past, perhaps 
due in part to the fact that commonplace dermatoses such 
as chronic eczematous dermatitis and prurigo do not 
routinely undergo biopsy. 

We believe that binucleated epidermal cells are much 
more common than MEGCs, even in these dermatoses. We 
have also frequently encountered mitotic figures in such 
lesions, particularly around eroded portions of the epider- 
mis under sites of thick, crusty parakeratosis or above 
dermis that displays inflammatory changes. Thus, if we 
observe only a small portion of such epidermal changes 
under high magnification, it is difficult to differentiate 
these histologically from Bowen’s disease. 

Our study indicates that MEGCs are uncommon in 
dermatoses associated with dyskeratotie tendencies such 
as lichen planus and lupus erythematosus, although Kimu- 
ra and Hatano* reported that binucleated epidermal cells, 
but not MEGCs with three or more nuclei, were relatively 
common in these disorders. Multinucleated epidermal 
giant cells also occur only very uncommonly in acute, 
exudative, inflammatory dermatoses such as erythema 
multiforme, pemphigus vulgaris, pustular psoriasis, pustu- 
losis palmaris et plantaris, and dermatitis herpetiformis. 

The mechanisms underlying the development of MEGCs 
in benign inflammatory dermatoses are obscure. In our 
histologic specimens, we did not encounter any specific 
features that would suggest the process of multiple nuclear 
divisions in a single cell or fusion of one or more cells. 
Pinkus* observed a number of binucleated cells in the 
epidermis at 24 hours after cellophane tape stripping of the 
horny layer and speculated that direct nuclear division 
might have occurred. We have demonstrated that the 
lesions containing many MEGCs are mostly pruritic, li- 
chenified plaques or pruriginous papules that are frequent- 
ly induced or perpetuated by rubbing and scratching. 
Therefore, it is plausible that long-continued trauma to the 
epidermis not only results in increased epidermal cell 
proliferation’ in lichen simplex chronicus but also leads to 
the appearance of aberrant epidermal cells. These binu- 
cleated cells and MEGCs possibly follow changes in epider- 
mal cell chromatin and plasma cell membranes, resulting 
from injury and/or inflammation. 
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A Distinctive Variant of Pernio y 


Clinical and Histopathologic Study of Nine Cases 


Eric W. Herman, MD; Jeffrey S. Kezis, MD; David N. Silvers, MD 


e We describe here nine women who had similar distinctive 
clinical features that consisted of painful red-to-purple macules, 
papules, and plaques on the digits, predominantly on the toes. 
All patients reported that exposure to cold had preceded their 
symptoms. Histologic study demonstrated a lymphocytic vascu- 
litis, characterized by lymphocytes infiltrating the walls of blood 
vessels in eight (8896) of nine lesions. This pattern of inflamma- 
tion is different from the perivascular lymphocytic infiltrate that is 
common to lupus erythematosus, erythema multiforme, lympho- 
cytic infiltration of the skin (Jessner), and drug eruptions. It also 
serves to distinguish the disorder from other clinical conditions 
resembling it, such as cellulitis, herpes simplex infection, and 
disseminated gonococcemia. To the best of our knowledge, this 
lymphocytic vasculitis has not been previously described as 
occurring in pernio. We believe the unique disorder that we are 
reporting is a common, but infrequently recognized, variant of 
pernio. 

(Arch Dermatol 117:26-28, 1981) 


he sudden appearance of painful, red-to-purple 

macules, papules, or plaques on one or more digits in 
otherwise healthy persons presents a clinical challenge for 
the physician. Differential diagnosis would include the 
following: Raynaud’s disease, lupus erythematosus, celluli- 
tis, frostbite, herpes simplex infection, traumatic injury, 
paronychia, vasculitis, and vascular thrombosis. 

We have studied clinical and histologic features in nine 
patients, all of whom manifested the above symptoms. The 
condition is seen predominantly in women between the 
ages of 20 and 40 years. It is transient but may persist or 
recur and is not associated with thrombosis of superficial 
and deep veins, occlusive peripheral arterial disease, neuro- 
logie disorders, connective tissue diseases, dysprotein- 
emia, or internal malignant neoplasms. All patients have 
implicated exposure to cold with the onset of symptoms, 
suggesting that the condition is a variant of pernio. 


REPORT OF CASES 


The women’s age range was from 22 to 59 years. Seven (78%) 
were under 37 years of age. The majority (56%) were under 30 
years old. Their occupations included housewife (five), pharmacist, 
nurse, restaurant manager, and office manager. None spent long 
hours working outdoors or in a cold, damp environment. However, 
all nine patients associated exposure to cold with the onset of their 
symptoms. 

Symmetrically distributed, tender, 1- to 2-mm red papules 
developed in two patients on the tips of both the fingers and toes. 
Lesions that were limited to the toes developed in the other 
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patients. Some of the lesions were red-to-purple macules; others 
were similarly colored, discrete papules or plaques (Fig 1 and 2). 
Lesions occurred on both the volar and dorsal aspects of the digits. 
There were no instances of blister formation. A single painful red 
toe developed in one patient; another patient had multiple painful, 
mildly swollen, and indurated red toes. There was no apparent 
selectivity as to which toe or toes were involved. Blanching before 
the appearance of lesions and cyanosis was not described. Hyper- 
hidrosis was absent in all cases. 

A single pustule associated with several tender red papules (Fig 
1) developed in one patient. A culture from this pustule grew 
Staphylococcus awreus. The lesion failed to resolve with a seven- 
day course of 250 mg of oral erythromycin taken four times a day. 
Biopsy findings of the pustule were interpreted as being consis- 
tent with “septic vasculitis, probably gonococcemia,” and the 
patient was treated with 3.5 g of oral ampicillin trihydrate and 1 g 
of oral probenecid, followed by a seven-day course of 0.5 g of oral 
ampicillin trinydrate four times a day, which had no effect on the 
lesions. Review of the histologic sections demonstrated large 
numbers of mononuclear cells infiltrating the walls of the blood 
vessels in both the superficial and deep dermis. Neutrophils in the 
walls of vessels and “nuclear dust,” both features of leukocytoclas- 
tic vasculitis, were absent. 

In the eight patients in whom duration of the disease was 
known, lesions lasted from one to five months. Most lesions 
resolved within three months leaving no residual discomfort, 
pigmentary alteration, or scarring. Five (56%) of nine patients 
experienced one or more recurrences, always during the winter. 
One patient had had a recurrence during each of the past five 
winters; another had had at least one recurrence during each of the 
past ten winters (Fig 2). 

In seven of the nine patients, the following clinical laboratory 
studies were done: complete blood cell count (CBC), 12-factor 
sequential multiple analysis and electrolyte, triiodothyronine and 
thyroxine, VDRL, serum protein electrophoresis (SPE), ESR, 
antinuclear antibody (ANA), lupus erythematosus cell prepara- 
tion, cold agglutinin, eryofibrinogen, eryoglobulin, and serum 
complement. In one patient, clinical laboratory tests were limited 
to CBC, ANA, SPE, cold agglutinin, eryofibrinogen, and eryoglob- 
ulin. The one patient unavailable for follow-up had no blood tests 
performed. The results of all tests were normal except in two 
patients. 

A 28-year-old patient who had had recurrent lesions during five 
successive winters had a positive ANA test result in a diffuse 
pattern at a dilution of 1:40. However, the test results were 
negative on two subsequent occasions. A 59-year-old woman had 
an ESR of 40 mm (Westergren). This patient bruised easily and 
had a history of coronary artery disease and mental depression for 
which she was taking imipramine hydrochloride (Tofranil) and 
clorazepate dipotassium (Tranxene) at the time the lesions 
appeared. The lesions resolved within two months despite contin- 
uation of these medications. 

In the majority of patients, the clinical laboratory studies were 
obtained after the lesions resolved. The normal values, therefore, 
suggest only that the patients were free of any chronic systemic 
diseases. 

In all nine skin biopsy specimens obtained from our series of 
patients, the histologic changes were similar. There was necrosis 
of the epidermis ranging from the presence of scattered necrotic 
keratinocytes to a diffuse, pale, eosinophilic-staining quality 
throughout the epidermis (Fig 3 and 4). Ulceration and bulla 
formation were not noted. Edema of the papillary dermis was a 
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variable feature (Fig 3). All lesions demonstrated a dense mono- 
* morphous infiltrate composed of cells with the morphologic ap- 
.pearance of lymphocytes that formed a cuff-like arrangement 
around vascular spaces in the superficial and deep dermis, as well 
eas in the subcutis (Fig 3). In eight of the nine specimens, a 
lymphocytic vasculitis was noted, characterized by the presence of 
lymphocytes within blood vessel walls (Fig 5 and 6). There was no 
evidence of fibrinoid necrosis of the vessel walls. Polymorphonu- 
clear leukocytes and nuclear dust, features of leukocytoclastic 
vasculitis, were absent in all specimens. The histologic changes 
were similar, regardless of the clinical appearance of the lesions. 


COMMENT 


Cold injury encompasses a wide spectrum of conditions 
resulting from hypothermia of varying types, duration, 
and intensity. Terminology, by convention, is based on the 
causative agent rather than on the underlying pathologic 
process. Immersion foot is caused by exposure of the foot 
to frigid water, frostbite by exposure to sub-zero air 
temperature, and trench foot by exposure to a combination 
of nonfreezing cold and moisture.’ 

Pernio, or chilblain, is an acute or chronic form of cold 
injury and is commonly seen in young and middle-aged 
women. It is characterized by localized erythema, cyanosis, 





Fig 1.—Red-to-purple macules, papules, 
and plaques on toes of 29-year-old 
woman. Lesions persisted for four months 
(case 5). 





plaques, nodules, and ulcerations on the exposed extremi- 
ties. The word “pernio” is derived from Latin and means 
frostbite, while the word “chilblain” is of Anglo-Saxon 
origin and translates as "cold sore.” 

Humidity, as well as extreme cold, plays an important 
role in the pathophysiology of pernio. Thus, pernio is 
common in the temperate, humid climate of northwest 
Europe. More extreme cold is usually associated with 
decreased humidity and a lower incidence of pernio. The 
cause of pernio, while not entirely understood, is thought to 
reflect an abnormal vascular response to the environment, 
expressed as prolonged vasospasm. A predisposition may 
exist in certain patients with increased peripheral vascular 
tone.‘ In these patients, cold exposure increases vasocon- 
striction causing the development of cutaneous lesions 
through tissue anoxia.? 

Acute pernio oecurs predominantly on the lower parts of 
the legs, the toes, hands, ears, and less frequently, the face 
of young girls. The lesions are usually bilateral and sym- 
metrical, although they may be single or multiple. Erythe- 
ma, cyanosis, and edematous patches are seen 12 to 14 
hours after cold exposure. The involved areas are intensely 
pruritic, and patients describe a burning sensation, espe- 








Fig 2.—Dusky-red, edematous plaque on 
fifth toe of 36-year-old woman who had 
experienced recurrent episodes of similar 
lesions on various toes during previous 
ter. winters (case 6). 
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Fig 3.—Sections illustrating pa- 
pillary edema and a dense, peri- 
vascular, mononuclear cell in- 
filtrate in superficial dermis, 
deep dermis, and subcutis (case 
8) (hematoxylin-eosin, original 
magnification x 40). 


Fig 4.—Sections illustrating diffuse epider- 
mal necrosis and dense, perivascular infil- 
trate in superficial and deep dermis (case 
6) (hematoxylin-eosin, original magnifica- 
tion x 40). 


Fig 5.—Higher magnification of 
deep portion of dermis shown in 
Fig 4 demonstrating lymphocytic 
vasculitis (case 6) (hematoxylin- 
eosin, original magnification 
x 250). 





Fig 6.—Ectatic, endothelial-lined vascular 
space with dense infiltrate of lymphocytes 
in its wall. Surrounding tissue is relative- 
ly free of inflammatory cells (case 9) 
(hematoxylin-eosin, original magnification 
x 250). 
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cially on warming the exposed areas, followed by the 
appearance of tender blue nodules that persist for ten to 14 
days. The condition is self-limiting, and the lesions do not 
reappear unless re-exposure to cold occurs. Severe cases 
may demonstrate vesicles, bullae, petechiae, hemorrhage, 
and ulcers.’ 

Chronic pernio occurs in middle-aged women who are so 
predisposed. There may be important genetic, as well as 
other, predisposing factors, including systemic disease, 
nutritional state, focal sepsis, or hormonal changes.* 
Chronic pernio evolves through increasing stages of sever- 
ity. Lesions characteristically appear during winter 
months and begin as erythematous, blue patches on the 
lower extremities and, rarely, on the upper extremities. 
These patches develop into tender nodules, and then into 
hemorrhagic bullae that rupture, leaving shallow, slow- 
to-heal ulcers. Scarring and postinflammatory pigmentary 
alterations are the final stages. Symptomatic complaints 
are the same as in acute pernio, with pruritus and burning 
in the affected areas being the most common complaint. 
Healing, with or without sequelae, occurs during the 
warmer months.’ 

Numerous clinical variants of pernio have been de- 
scribed. Lesions may be annular, papular, or pustular. 
Coskey and Mehregan* reported three cases of pernio in 
which involvement was limited to one foot. They named 
the condition "shoe-boot" pernio. The lesions consisted of 
painful, tender, blue and red nodules that appeared approx- 
imately 24 hours after exposure to the cold, damp environ- 
ment of the shoe-boot, lasted ten to 14 days, and then 
resolved. 

Dana et al’ described a disorder occurring in middle-aged 
patients and characterized by erythematous, swollen, ten- 
der toes. The lesions appeared during the winter and 
regressed with the coming of warm weather. Because of 
the absence of cyanosis, the authors were unwilling to 
consider this condition as a form of pernio. They named the 
condition “the hunting reaction” after the “hunting phe- 
nomenon” described by Sir Thomas Lewis in 1930 as a 
cold-induced paradoxical and cyclical vasodilation of the 
cutaneous vasculature.” Dana and associates did not, how- 
ever, perform histologic studies of the lesions that they 
described. 

Pernio or pernio-like lesions have been reported in 
association with Mibelli's angiokeratoma" and in the legs 
of patients with the sequelae of poliomyelitis. The cause or 
importance of these associations are not known, although 
Telford" suggested that in poliomyelitis, decreased muscle 
mass altered both the return of venous blood and adequate 
arterial circulation, thereby affecting the limb’s sensitivity 
to cold. 

The nine patients reported herein seem to have clinical 
features consistent with pernio. However, the histologic 


findings of a lymphocytic vasculitis are unique and, te our 
knowledge, have not been previously described in pernio. 
Chronic pernio is characterized microscopically by a poly: 
morphous, perivascular inflammatory infiltrate involving 
arterioles in both the superficial and deep dermis, vasculare 
occlusion with deposition of fibrin, and the subsequent 
development of fat necrosis and fibrous replacement of the 
deep dermis and subcutis.'* The histology of acute pernio 
has not been rigorously studied and is described as nonspe- 
cific inflammation with edema in the papillary dermis.* 

Although a perivascular lymphocytic infiltrate is com- 
mon to many inflammatory dermatoses including lupus 
erythematosus, erythema multiforme, lymphocytic infil- 
tration of the skin (Jessner), gyrate or annular erythemas, 
and drug eruptions, a vasculitis characterized by lympho- 
cytes infiltrating the walls of vessels in the superficial and 
deep dermal plexuses is decidedly unusual. Pityriasis liche- 
noides et varioliformis acuta (Mucha-Habermann disease) 
and lymphomatoid papulosis both may show a histologic 
pattern with lymphocytes not only arranged in a perivas- 
cular distribution but also permeating the vessel walls. 
However, the absence of hemorrhage together with the 
striking clinical features serves to distinguish our cases of 
pernio from both of these conditions. 

Some pathologists would be reluctant to use the term 
“vasculitis” without identifying fibrinoid necrosis of the 
vessel wall." However, neither fibrin deposition nor necro- 
sis of vessel walls is always seen in examples of vasculitis. 
What is invariably seen, however, is the presence of 
inflammatory cells in the walls of the affected vessels. It is 
in this sense that we have adopted the term “lymphocytic 
vasculitis” to describe the pattern of inflammation seen in 
this series of cases of what we interpret to be a variant of 
pernio and to help differentiate these cases histologically 
from those conditions that show strictly a perivascular 
distribution of lymphocytes. 

In summary, the histologic findings of a vasculitis 
characterized by the presence of lymphocytes in and 
around blood vessel walls, in association with clinical 
features of painful, red-to-purple macules, papules, and 
plaques on digits that have been exposed to cold, form a 
distinctive variant of pernio, which is a commonly encoun- 
tered but infrequently recognized disorder. 


Harvey Weinberg, MD, and Leon Luck, MD, permitted us to include 
patients under their care in our study. Lewis Shapiro, MD, gave helpful 
suggestions. 


Nonproprietary Name and 
Trademarks of Drug 


Ampicillin trihydrate—A/pen, Amcill, Amplin, Polycillin, Princi- 
pen, Supen. 
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Potassium Iodide in the Treatment of 


Erythema Nodosum and Nodular Vasculitis 


Takeshi Horio, MD; Sadao Imamura, MD; Kiichiro Danno, MD; Shigeo Ofuji, MD 


* Twenty-nine patients with erythema nodosum, nodular vas- 
culitis, or erythema nodosum-like lesions associated with 
Behcet's syndrome were treated with potassium iodide. Admin- 
istration of the drug for systemic effect showed a substantial 
effect in 11 of 15 patients with erythema nodosum, seven of ten 
with nodular vasculitis, and one of four with leg lesions of 
Behcet’s syndrome. Relief of subjective symptoms, including 
tenderness, joint pain, and fever, occurred within 24 hours. 
Substantial improvement in the eruption occurred within a few 
days, and the lesions disappeared completely ten to 14 days after 
therapy was initiated. The patients to whom the medication was 
administered shortly after the initial onset of erythema nodosum 
seemed to respond most satisfactorily. The effect of the drug was 
marked in the patients with positive C-reactive protein reactions, 
joint pains, and/or fever. Possible mechanisms by which potas- 
sium iodide exerts its effect are discussed. 

(Arch Dermatol 117:29-31, 1981) 


n the past, potassium iodide was frequently used for the 
treatment of erythema nodosum. Although Schulz and 
Whiting’ and Török and Szücs’ recently reported rapid 
symptomatic improvement of erythema nedosum and nod- 
ular vasculitis with use of this drug, the therapeutic effects 
of potassium iodide on these disorders still seem unfamiliar 
to practicing dermatologists. 

In this study, we, too, observed that orally administered 
potassium iodide was effective in a substantial number of 
cases. We describe our experience with 29 patients having 

.erythema nodosum, nodular vasculitis, or nodular leg 
lesions of Behcet's syndrome. 


PATIENTS AND METHODS 


Clinieal information about these 29 patients is summarized in 
the Table. 
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Nodular erythema on the lower part of the legs was classified 
into three groups depending on the following diagnostic criteria. 
The first was erythema nodosum. The eruption comprised red to 
purple painful or tender nodules and was located mainly on the 
anterior surfaces of the legs. The temperature of the skin overly- 
ing the nodules was elevated. There was no ulceration or suppura- 
tion of the lesions. The duration of the individual nodules varied 
from three days to five weeks and the duration of the disease 
process from three days to two years. The second criterion was 
nodular vasculitis. The nodules were harder, more bluish-brown 
than red, and less tender or entirely asymptomatic, as compared 
with the lesions of erythema nodosum. In most of the patients, 
both anterior and posterior surfaces of the legs were affected. The 
nodules were more persistent than those of erythema nodosum. 
The third criterion was Behcet's syndrome. Besides the nodose 
lesions of the legs, all or two of the following three symptoms were 
noted: recurrent oral aphthae, recurrent genital ulcers, and uvei- 
tis. | 

There were 15 patients with erythema nodosum, ten patients 
with nodular vasculitis, and four patients with erythema nodosum- 
like lesions associated with Behcet's syndrome. The ages of the 
patients ranged from 28 to 69 and from 26 to 71 years for the 
patients with erythema nodosum and nodular vasculitis, respec- 
tively. The patients with Behcet's syndrome were 28, 55, 57, and 58 
years old. All except one were women. None were pregnant or 
taking oral contraceptives. Some patients had had previous treat- 
ment, including indomethacin, oxyphenbutazone, phenylbutazone, 
corticosteroids, and isoniazid, without appreciable effect. 

Routine laboratory investigations included peripheral blood cell 
counts, ESR, antistreptolysin O titer (ASO), C-reactive protein 
determination (CRP), and rheumatoid arthritis test (RAT). In 
addition, an intradermal skin test with PPD of tubereulin was 
performed. Roentgenographic examination of the chest was also 
carried out in the patients with positive PPD reactions. Biopsy 
specimens were obtained from 18 patients at the time of the initial 
visit. 

After the diagnosis was made, all patients were given only 
potassium iodide, 300 mg orally three times a day. Within one 
week, usually three to seven days after the initiation of medica- 
tion, the patients were examined again. Thereafter, the thera- 
peutic effects of potassium iodide were evaluated once every week 
or two. When no response was observed on the second examina- 
tion, the medication was considered ineffective and was discontin- 
ued. 
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Patient/ Age, C-Reactive 
yr/Sex Disease Duration Diagnosis* Protein Test Result Fever Arthralgia Response 
2/34/F Yo wk EN 3+ — — Excellent 
3/60/F 2 wk EN 4+ -— + Excellent 
5/35/F 1 wk EN 24 — — Excellent 
6/69/F 4 wk EN + — — Excellent 
7/28/F 2 wk EN — + — Excellent 
8/44/F 8 wk EN — — — Excellent 
9/31/F 1 wk EN — + — Excellent 
10/24/F 24 wk EN Not done — — Excellent 
11/41/F 1 wk EN Not done — + Excellent 
12/30/F 2 yr EN Not done — — No change 
13/30/F 20 wk EN — — — No change 
14/60/F 24 wk EN Not done — — No change 
15/50/F 8 wk EN à? -— — No change 
16/64/F 32 wk NV — — — Excellent 
17/45/F 16 wk NV Not done — — Excellent 
18/52/F 3 yr NV Not done — — Excellent 
19/48/M 8 wk NV Not done — — Excellent 
20/71/F 8 wk NV — — — Excellent 
21/55/F 2 wk NV 2+ — — Excellent 


Not done — — Excellent 





Not done — — No change 


á —_ — No change 
2+ + — Excellent 
2+ + + No change 

— + + No change 


No change 


*EN is erythema nodosum; NV, nodular vasculitis; and Beh, Behcet's syndrome. 


RESULTS 


The clinical and therapeutic data on the subjects are 
presented in the Table. Eleven of the 15 patients with 
erythema nodosum, seven of ten patients with nodular 
vasculitis, and one of four patients with Behcet’s syndrome 
responded excellently to treatment with potassium iodide. 
In these patients, improvement of the eruption was 
impressive within a few days. The lesions disappeared 
completely within ten to 14 days after therapy was begun. 
Relief of subjective symptoms such as lesional tenderness, 
arthralgias, and fever occurred within 24 hours. Six 
patients had recurrent attacks that were treated again in 
the same way with the same satisfactory improvement. In 
one of the four cases of Behcet’s syndrome, erythema 
nodosum-like lesions on the legs subsided almost complete- 
ly within five days after therapy was begun. During 
treatment, however, the patient became febrile, and new 
lesions of aphthous stomatitis appeared. 

No substantial effect of potassium iodide was observed 
in four patients with erythema nodosum, three patients 
with nodular vasculitis, and three patients with Behcet’s 
syndrome. There were no changes in cutaneous lesions 
during continuous treatment periods that ranged from one 
to seven weeks. 

These differing treatment results led us to investigate 
whether there were any clinical differences between the 
two groups of patients. The average ages of the reactive 
and nonreactive patients were similar. Nine of 15 patients 
with erythema nodosum began treatment with potassium 
iodide within one month after the initial onset with 
successful results. The remaining six patients were treated 
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at longer intervals after onset ranging from two to 24 
months, and only two of them responded well to the drug. 
Therefore, it seems likely that the earlier erythema nodo- 
sum is treated with potassium iodide, the better the 
treatment results will be. This is not the case with nodular 
vasculitis. Although eight of ten patients with nodular 
vasculitis were treated later than two months after the 
initial onset, six of them responded satisfactorily to the 
medication. On the other hand, potassium iodide was not 
effective in patient 23, who started treatment two weeks 
after the onset. 

Except for the patients with Behcet’s syndrome, those 
who showed positive CRP reactions (patients 1 to 5 and 21) 
responded satisfactorily to potassium iodide. No substan- 
tial differences between the responsive and nonresponsive 
groups were found in the results of blood cell counts, ESR, 
ASO, RAT, and the PPD test. All patients with erythema 
nodosum who had complained of arthralgias and/or high 
fever (patients 1, 3, 4, 7, 9, and 11) responded well to the 
medication. 

No undesirable effects of the drug were noticed during 
the therapy. 


COMMENT 


Administration of potassium iodide for systemic effect 
produced a substantial therapeutic effect in 19 of 29 
patients with erythema nodosum or nodular vasculitis 
without any adverse reaction. The drug was unsatisfactory 
in the treatment of Behcet’s syndrome. 

When effective, the response was so prompt that, despite 
the unpredictable duration of the disease course, the 
efficacy of treatment could be determined without difficul- 


Potassium lodide—Horio et i 


ES a 00 





ty. Relief of arthralgias, fever, and lesional tenderness 
occurred within 24 hours after therapy was begun. Within 
a few days, improvement of the eruption was conspicuous, 
and the lesions completely subsided in ten to 14 days. These 
results are very similar to those described by Schulz and 
Whiting’ and Török and Szücs.” On the contrary, the 
remaining ten patients showed no response to potassium 
iodide. Fine and Meltzer? reported that potassium iodide 
was ineffective in three of four patients with chronic 
erythema nodosum. From our limited experience, the 
explanation for these contradictory responses is not yet 
clear. The patients who began receiving the medication 
shortly after the initial onset of erythema nodosum seemed 
to respond more satisfactorily. The effect of the drug was 
great in patients with positive CRP reactiens, joint pains, 
and/or high fever, and especially in those with erythema 
nodosum. 

Erythema nodosum is now recognized as a reaction 
occurring from a wide variety of provocative agents. 
Therefore, the effect of potassium iodide in that disease 
might vary with the causal factor. In this study, investiga- 
tions for possible causative agents were not sufficient in all 
cases. In no instance was it possible to implicate a drug as 
the causal agent. Patient 24, in whom nodular vasculitis 
developed after surgery for tuberculous lymph nodes, did 
not respond to potassium iodide. 

Although the mechanism of action is not established, 
potassium iodide has been reported to be effective in the 
treatment of subacute nodular migratory panniculitis.‘ 
Recently, we described six patients with Sweet’s syndrome 
who had shown dramatic and rapid response to the admin- 
istration of potassium iodide for systemic effect.* 

Various effeets of iodides have been studied by many 
investigators. Klebanoff* demonstrated that iodide was 


localized radioautographically in the cytoplasm of human 
leukocytes that contained ingested bacteria. He also found 
that iodides were bactericidal for Escherichia coli in 
conjunction with leukocyte myeloperoxidase effects. Miel- 
ens et al’ reported that potassium iodide inhibited granu- 
loma pouch formation, possibly by an antifibrotic action. 
Radioactive iodides have been shown to concentrate in 
granulomatous tissues* and in mast cells.” The administra- 
tion of iodides has also been shown to cause degranulation 
of mast cells in rats.^ Heparin, which is released in large 
quantities from mast cell granules, is known to inhibit 
delayed hypersensitivity reactions." Based on the informa- 
tion described above, one can speculate on the possibility 
that the therapeutic effect of potassium iodide in erythema 
nodosum and nodular vasculitis may be partly caused by an 
immunosuppressive effect mediated by heparin. 

Iodide therapy may be associated with various forms of 
adverse skin reaction such as acne, eezematous eruptions, 
erythema nodosum, iododerma, purpura, and vasculitis.'? 
In this study, however, prolonged administration was not 
needed, and undesirable effects of the drug were not 
observed. 

Erythema nodosum is a self-limited disease. For the 
treatment of milder cases, symptomatic therapy may be 
adequate. In more severe cases, however, potassium iodide 
seems worthy of clinical trial, since the symptomatic 
improvement may be rapid and dramatic in some cases. 


Nonproprietary Name and 
Trademarks of Drug 


Potassium iodide— KI-N, Pima, SSKI. 
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Multiple Fibrofolliculomas 


With Trichodiscomas and Acrochordons 


Wayne H. Fujita, MD; Ronald J. Barr, MD; John L. Headley, MD 


e The syndrome of multiple fibrofolliculomas with trichodisco- 
mas and acrochordons clinically is characterized by asympto- 
matic dome-shaped papules primarily involving the head, neck, 
chest, back, and arms. These tumors represent benign prolifer- 
ations of the mesodermal and ectodermal components of the 
pilar apparatus. Substantial overlap between each of these 
lesions exists. Individual patients also exhibit a disease spec- 
trum in which various tumors preponderate. The stimulus for this 
proliferation may be genetically determined, but the cause 
remains unknown. Merkel's cells were not identified in an 
electron microscopic study of a single trichodiscoma, but 
banded structures similar to those described in the closely 
related lesions of perifollicular fibroma and fibrous papule were 
seen. 

(Arch Dermatol 117:32-35, 1981) 


he syndrome of multiple fibrofolliculomas with trich- 

odiscomas and acrochordons has been recently 
reported in the dermatology literature.'? Fibrofolliculomas 
and trichodiscomas are both benign tumors of the pilar 
apparatus. Fibrofollieulomas arise from both mesodermal 
and ectodermal components, whereas, trichodiscomas rep- 
resent fibrovascular proliferations of the hair dise? Four 
additional cases of this peculiar syndrome are presented 
with a discussion of the clinical, light, and electron micro- 
scopic features. 


REPORT OF CASES 


Case 1.—A 43-year-old man had a 25-year history of multiple 
asymptomatic lesions on the face, scalp, and neck. The patient was 
otherwise in good health; he denied a family history of similar 
disease. Examination revealed pale-yellow dome-shaped papules (1 
to 3 mm in diameter) (Fig 1). Most of the lesions were smooth, 
perifollicular papules, but comedonal papules with central kerati- 
nous plugs were also noted. Intermixed with these were acrochor- 
don-like papillomas (Fig 2). Laboratory studies included the 
following tests: routine blood chemistry, triiodothyronine and 
thyroxine determinations, and a thyroid scan, all of which were 
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within normal limits. Six biopsy specimens for light and one for 
electron microscopy were obtained. 

CASE 2.—A 64-year-old man was treated for a common wart. In 
addition to the wart, examination revealed numerous 1- to 4-mm 
firm, dome-shaped, white papules on the neck, cheeks, and shoul- 
ders. The majority of the lesions had central dells. In the antecu- 
bital and popliteal fossae, there were numerous firm 2- to 3-mm 
flesh-colored papules. Multiple acrochordon-like lesions were pres- 
ent in the axillae. Three representative biopsy specimens were 
obtained. 

Case 3.—This patient, the 53-year-old brother of patient 2, was 
unaware of any skin lesions at the time of examination. He had 
lesions similar to those of his brother on his neck and on his 
antecubital and popliteal fossae, although they were far fewer in 
number. Axillary acrochordon-like lesions were present. Two 
representative biopsy specimens were obtained. 

Case 4.—This patient, the 33-year-old son of patient 2, had 
multiple 1- to 2-mm dome-shaped papules on the lateral and 
anterior aspects of the neck. Five acrochordon-like lesions were 
present in the right axilla while the flexural fossae were clear. 
Biopsy specimens were not obtained. 

In the family of patients 2, 3, and 4, this disorder involved three 
successive generations. In all, eight family members were exam- 
ined (five men and three women). Only the members presented 
here were found to have the syndrome. Three additional family 
members were not examined but, by history, the father of patient 
2 was considered to have the disease. No associated findings or 
internal disease was noted in this otherwise healthy family. 


MATERIALS AND METHODS 


A total of 11 biopsy specimens were obtained from three 
patients. For routine light microscopy, specimens were fixed in 
10% neutral buffered formaldehyde solution and stained with 
hematoxylin-eosin. Selected lesions were also stained with Van 
Gieson’s elastic, Fontana, Masson’s trichrome, Gordon-Sweet reti- 
culum, PAS, and Alcian blue stains at pH 2.5 and 0.4. 

A portion of a trichodiscoma was initially fixed in 2.5% glutaral- 
dehyde with 0.15M phosphate buffer, postfixed in 1% osmium’ 
tetroxide in Millonig buffer, dehydrated in graded ethanol, and 
embedded in epoxy resin (Epon 812). Semithin (0.5-um) sections of 
the tumor were prepared and stained with toluidine blue O to 
verify the diagnosis. Ultrathin sections were stained with uranyl 
acetate and lead citrate, and examined with an electron micro- 
scope. 


FINDINGS 


Selected lesions are described to illustrate representative 
features or interesting interrelationships. 
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Fig 1.—Numerous dome-shaped papules 
involving neck, upper part of back, and 
head. Several acrochordon-like lesions 
can be seen protruding from the right side 
of nape (case 1). 


Fig 2.—Close-up of lesions depicted in Fig 
1. Partial involvement of most hair follicles 
is shown. Lesion with central dark umbili- 
cation is present at upper left. 


Fig 3.—Typical trichodiscoma arising as 
flat-topped papule adjacent to hair follicle. 7 MT S N 
Concentric arrangement of cells and loose Sy ^ igen Sea} > a NER He 
stroma around small blood vessels give — MON a 
lesion neuroid pattern (hematoxylin-eosin, ( es Es | 
x 40). 
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Fig 4.—Typical fibrofolliculoma exhibiting 
stromal proliferation and anastomosing 
epithelial strands around centrally located 
hair follicle. Strands arise from above \ ONERE S. DE AR 
entry point of sebaceous gland (hematox- OSS Sea 
ylin-eosin, x 40). 





Fig 5.— Variant of fibrofolliculoma involves 
three adjacent hair follicles (case 1) (he- 
matoxylin-eosin, x 40). 


Fig 6.—Lesion (although clinically pre- 
senting as acrochordon) showing anasto- 
mosing  infundibular epithelial strands 
seen in fibrofolliculoma (case 2) (hematox- 
ylin-eosin, x 40). 





arranged in small fascicles and concentrically around small 
blood vessels. The Fontana-stained sections revealed rare 
melanin granules in scattered mononuclear cells. Occasion- 
al small peripheral nerve fibers were seen in the adjacent 
normal dermis, but, despite examination of multiple step 
sections, they could not be traced directly into the 
papules. 

Representative fibrofolliculomas showed a well-cireum- 
scribed proliferation of loose connective tissue containing 
fine collagen and thin elastic fibers embedded in a baso- 
philic mucosubstance with the staining characteristics of 
hyaluronic acid. The follicular infundibulum was dilated 
and contained laminated keratin. Numerous thin strands 
of follicular epithelium formed anastomosing bands that 
entrapped the characteristic stroma (Fig 4). The epithelial 
strands seemed to arise from above the entry point of the 





Fig 7.—Lesion illustrating features of fibro- 
folliculoma on right and trichodiscoma on 
left. Note arrangement of loose stroma 
around blood vessels in focus of trichodis- 


coma 
x 100). 


(case 1) (hematoxylin-eosin, 


Representative sections from trichodiscomas exhibited a 
well-demarcated flat papule adjacent to a hair follicle, 
although numerous step sections had to be examined to 
show this relationship (Fig 3). There was a circumscribed 
but nonencapsulated neoplasm that occupied the entire 
papule. The epidermis showed minimal effacement of the 
rete ridge pattern, but was otherwise normal. Within the 
subjacent dermis the collagen and reticulin fibers were 
embedded in a mucosubstance that stained with Alcian 
blue at pH 2.5 but not at pH 0.4 and was PAS negative. 
These staining features were consistent with the presence 
of hyaluronic acid. Pale-staining spindle cells (presumably 
fibroblasts), collagen fibers, and thin elastic fibers were 
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sebaceous gland duct and rejoined the infundibulum at 
several points. One lesion was of particular interest in that 
it involved three contiguous hair follicles (Fig 5). Another 
lesion illustrated the typical microscopic feature of a 
fibrofolliculoma while displaying an acrochordon-like con- 
figuration (Fig 6). 

A papule removed from the neck of patient 1 showed 
features of both trichodiscoma and fibrofolliculoma. One 
portion of the papule exhibited infundibular epithelial cell 
proliferation centered around a hair follicle. The adjacent 
dermis showed the typical laminated arrangement of 
spindle cells and stromal fibers around small blood vessels 
seen in trichodiscoma (Fig 7). 
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ex X a dh K 
Fig 8.—Electron photomicrograph of trichodiscoma. Portions of three fibroblastic 
cells contain abundant rough endoplasmic reticulum and some dense bodies. 


Contrast normal collagen to right and left with banded structures seen centrally (case 
1) (x 16,000). 


Ultrastructural examination of a single trichodiscoma 
(Fig 8) exhibited numerous elongated cells with occasional 
cytoplasmic extensions. These cells had round-to-oval, 
indented nuclei. The cytoplasm contained numerous pro- 
files of rough endoplasmic reticulum, prominent mitochon- 
dria, few polyribosomes, pinocytotie vesicles, and rare 
electron-dense bodies. No basal lamina material was iden- 
tified around these cells. The bulk of the stromal collagen 
was normal, but scattered foci of banded structures (long- 
spacing collagen) were frequent (Fig 8). No Merkel's cells 
were seen in approximately 20 sections examined. 


COMMENT 


While benign tumors of the epithelial component of the 
pilar complex are frequently discussed, the mesodermal- 
derived tumors are more uncommon and obscure. This 
group includes perifollicular fibromas, fibrofolliculomas, 
trichodiscomas, and leiomyomas. Case reports of perifollic- 
ular fibromas with eutaneous lesions of clinical morpho- 
logic appearance and distribution similar to those seen in 
our patients were reported by Zackheim and Pinkus* and 
Freeman and Chernosky.: 

Birt et al' coined the term “fibrofolliculoma” in describ- 
ing some of the cutaneous lesions seen in 15 members of a 
kindred who also had trichodiscoma-like and acrochordon- 
like lesions and whose clinical presentations were similar to 
those of our patients. They thought that fibrofolliculomas 
fell in a spectrum between perifollicular fibromas and 
trichofolliculomas. While both perifollicular fibromas and 
fibrofolliculomas have the perifollicular fibrous reaction, 
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fibrofollieulomas have, in addition, the infundibular epi- 
thelial proliferation. This infundibular proliferation is 
much more rudimentary than the epithelial cell prolifer- 
ation in trichofollieulomas and no secondary hair follicles 
are formed. 

The term "trichodiscoma" was used by Pinkus et al* to 
describe small hamartomatous tumors of the haarscheibe 
(hair disc). The haarscheibe is now known to be a slow- 
adapting touch receptor. Pinkus et al characterized tricho- 
discomas as having (1) constant topographical relationship 
to hair follicles, (2) richly vascularized dermal tissue con- 
taining collagen and elastic fibers, (3) presence of small 
melanized cells in the substance of the tumor, and (4) 
occasional entry of thick myelinated nerves into the lesion.’ 
Merkel's cells have been demonstrated in the basal layer of 
the haarscheibe by electron microscopy. However, electron 
microscopy of a single trichodiscoma from patient 1 failed 
to show the presence of Merkel's cells. The stromal cells 
examined had ultrastructural features consistent with a 
fibroblastic origin. This apparent absence of Merkel’s cells 


was also reported by Birt et al.' These results support the’ 


contention of Pinkus et al that trichodiscomas represent a 
proliferation of only the fibrovaseular component of the 
hair disc. 

Electron microscopic examination did indicate banded 
structures (long-spacing collagen). Although originally 
thought to be specific for neural tumors, banded structures 
have since been reported in a variety of lesions.^* Bhawan 
and Edelstein* described them in a perifollicular fibroma 
occurring in a patient with tuberous sclerosis, and more 
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recently Santa Cruz and Prioleau* identified them in a 
fibrous papule. Since the histogenesis of these lesions is 
similar, it is not surprising that some ultrastructural 
features are also similar. Possibly, banded structures are a 
feature of many tumors arising from pilar-related stroma. 
Their occurrence in fibrofollieulomas remains to be deter- 
mined. 

In our group of patients, three clinical types of lesions 
were observed—(1) smooth  pale-yellow — perifollicular 
papules, (2) comedonal lesions, and (3) acrochordon-like 
lesions. An attempt was made to differentiate clinically 
between fibrofolliculomas and trichodiscomas based on 
histological confirmation. However, as in the series of Birt 
et al, no constant clinical interpretation could be made. In 
fact, even the acrochordon-like lesions in one instance 
indicated fibrofollieuloma histologically (Fig 6), and one 
papular lesion showed features of both fibrofolliculoma 
and trichodiscoma (Fig 7). These observations support our 
belief that all of these lesions may simply represent a 
spectrum of proliferation of a specific mesodermal compo- 
nent of the pilar apparatus. In some lesions, the mesoder- 
mal component may also stimulate secondary epithelial cell 
proliferation. 

In agreement with the findings in the series of Birt et al, 


the approximate age of onset of the appearance of these 
lesions was 25 years old.' Patient 1 had no family history of 
similar skin involvement, but the other cases occurred 
within the same kindred. No association with internal 
disease or malignant neoplasms was identified in our 
patients. The kindred in the series of Birt et al included a 
sibship in which six of nine members also had hereditary 
medullary carcinoma of the thyroid.’ Four of these patients 
also had multiple fibrofolliculomas, but the authors 
believed that they were dealing with two unrelated heredi- 
tary disorders. Our observations support this hypothesis. 
Several authors? have previously postulated an ectoder- 
mal-mesodermal interaction in the development of the 
pilar complex. This interaction not only stimulates hair 
growth and development, but also affects the dermal 
components adjacent to the hair follicle. The stimulus for 
mesodermal proliferation in the syndrome of folliculofi- 
brous trichodiscomas and acrochordons is unknown. In 
some instances, an autosomal dominant mode of inheri- 
tance is implied, but isolated cases are also encountered. 


Nora Tong and John O. Erickson, PhD, gave technical assistance with the 
electron microscopic studies. 
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Subcutaneous Fat Necrosis of the Newborn ' 


A Case Report 


LCDR Tommy H. Chen, MC, USNR; CDR Stephen W. Shewmake, MC, USN; 
LCDR Doyle D. Hansen, MC, USN; LCDR Hugh L. Lacey, MC, USNR 


e A 3-day-old infant, born to a mother with preeclampsia, 
suffered intrauterine asphyxia and subsequently had multiple 
erythematous subcutaneous plaques and nodules. The clinical 
setting, the skin manifestations, and the histologic appearance 
of the lesions were diagnostic of subcutaneous fat necrosis of 
the newborn. Transient thrombocytopenia was noted with the 
appearance of the skin lesions, but returned to normal as the 
skin lesions spontaneously resolved. 

(Arch Dermatol 117:36-37, 1981) 


Enns fat necrosis of the newborn is a disorder, 
involving the panniculus, which is characterized by 
multiple erythematous subcutaneous plaques and nodules. 
The condition generally has a benign course and sponta- 
neous resolution can be expected in several weeks to 
months.' We describe here a case of subcutaneous fat 
necrosis of the newborn in which intrauterine asphyxia 
and preeclampsia had occurred. Thrombocytopenia was 
also noted with the appearance of the skin lesions, but 
returned to normal as the skin lesions cleared. 


REPORT OF A CASE 


The patient was the product of a gravida 1, para 0, white mother 
who had preeclampsia in the 43rd week of gestation. She was 
admitted in active labor to the Obstetrics Service at the Naval 
Regional Medical Center, San Diego, on Jan 16, 1979. Intravenous 
(IV) magnesium sulfate therapy was instituted. Soon after admis- 
sion, fetal distress was demonstrated by the loss of beat-to-beat 
variability on the fetal monitor. An emergency cesarean section 
was carried out three hours after admission, and a 4,500-g male 
infant was delivered. There was no spontaneous respiration at 
birth. The infant had an Apgar score of 2 one minute after 
delivery. Acidosis was evidenced by a scalp capillary blood pH of 
6.88. After resuscitation, the five-minute Apgar score was 6. The 
infant was meconium stained and probably had meconium aspira- 
tion. 

Soon after arrival at the neonatal intensive care unit, seizure 
activity was noted. The cause was attributed to hypoxic brain 
ischemia. The infant was treated with phenobarbital sodium 
intramuscularly. The following day, acute tubular necrosis, gener- 
alized pitting edema, and congestive heart failure developed. 
Intensive treatment with fluid monitoring, correction of electro- 
lyte imbalance, and IV furosemide therapy stabilized the 
patient. 

On the third postnatal day, multiple erythematous areas were 
noted on the shoulders, upper part of the back, buttocks, and 
thighs (Fig 1). The lesions were bright red and blanched complete- 
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ly with pressure. The overlying skin was freely mobile and not 
attached to the subcutaneous tissue. The subcutaneous component 
of the affected areas consisted of firm, nonpitting plaques with a 
woody consistency. We judged from the infant’s response that the 
skin lesions were tender to palpation. The patient’s general 
condition had improved but his platelet count had dropped from 
normal to 78,000/cu mm (normal values for full-term neonates, 
150,000 to 300,000/cu mm).* The prothrombin time and the partial 
thromboplastin time were normal. 

Over the following four to five days, several fluctuant nodular 
areas developed within the plaques (Fig 2). The platelet count 
continued to decrease to 30,000/cu mm with no other coagulation 
abnormality. The nodules did not drain and no needle aspiration 
was attempted. 

Gradual improvement of the skin lesions became evident 
approximately eight days after they appeared. The platelet count 
also steadily increased and returned to the normal value of 
275,000/cu mm 12 days after the onset of the lesions. The patient 
was discharged from the hospital 18 days after delivery. At the 
time of discharge, the skin lesions on the buttocks and the thighs 
had resolved, but the lesions on the shoulders and the back showed 
some residual induration and a violaceous discoloration. Clinical 
assessment at discharge showed about an 80% resolution of the 
skin lesions. 

Microscopic examination of a punch biopsy specimen from an 
erythematous plaque revealed histopathologic changes in the 
subcutaneous tissue (Fig 3). Focal areas of fat necrosis were 
present. Needle-shaped crystal-like structures filled fat cells in a 
somewhat radial arrangement (Fig 4). A mild lymphohistiocytic 
infiltrate was present in the areas of fat necrosis. Multinucleated 
giant cells containing needle-shaped clefts were also noted. 


COMMENT 


The clinical setting, the nature of the skin lesions, the 
histologic features, and the spontaneous resolution of the 
skin lesions in this case are diagnostic of subcutaneous fat 
necrosis of the newborn. Another clinical entity that may 
present as hardening or swelling of the skin during the 
neonatal period is sclerema neonatorum. This condition 
does not primarily involve the subcutaneous fat and can be 
differentiated .without difficulty on histologic grounds. 
In addition, generalized bound-down induration is present 
in sclerema neonatorum. This diffuse involvement can 
compromise joint movement and facial expression. The 
prognosis for sclerema neonatorum is grave because of 
poor feeding, respiratory distress, sepsis, and the other 
serious illnesses that usually accompany this condi-' 
tion.'-?-* 

The presence of thrombocytopenia in subcutaneous fat 
necrosis of the newborn has been reported in the past. 
Oswalt et al’ reported thrombocytopenia in their patient 
during the first week of life with the fat necrosis 
appearing ten days after birth. Their patient died in the 
third week; no follow-up platelet count was reported. We 
believe that the transient nature of the thrombocytopenia 
in our patient may have reflected a local sequestration 
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Fig 1.—Erythematous plaques on shoul- 
ders, back, and buttocks. 





Fig 2.—Fluctuant areas in expanding viola- 
ceous plaques. 


phenomenon within the subcutaneous tissue as the inflam- 
mation and necrosis of the panniculus progressed. As the 
inflammation subsided, the platelet count gradually 
returned to normal. The absence of other hematological 
abnormalities was compatible with a peripheral sequestra- 
tion process. 

The pathogenesis of subcutaneous fat necrosis of the 
newborn is not well established. The suspected causative 
factors commonly cited include cold exposure, hypother- 
mia, and obstetrical trauma.'^* With rare exception, 
however, these factors have been absent in the cases 
reported in the literature. 

Panniculitis can occur after exposure to cold.** Duhn et 
al'" reported two cases in which hypothermia induced by ice 
water immersion was used as treatment for asphyxiated 
newborns. Fat necrosis subsequently developed but was 
confined to the areas exposed to the ice water. Microscopic 
examination of the lesions showed extensive calcification 
with no mention of erystal formation within the fat cells. 
These cases possibly are examples of cold panniculitis 
rather than subcutaneous fat necrosis of the newborn. 

Fat necrosis is a well-known complication of trauma to 
such anatomical areas as the human breast. However, if 
obstetric trauma were to be considered as the only factor in 
inducing subcutaneous fat necrosis of the newborn, the 
condition would probably be seen more frequently.’ One 
could postulate a possible role of resuscitation procedures 
in the development of lesions in our patient. 

Holtzel' described three cases of subcutaneous fat 
necrosis of the newborn in which asphyxia had preceded 
the onset of the skin lesions. The mothers of two of these 
patients had had difficult labors. In the third case, the 
infant suffered hypoxia as a result of atelectasis and 
pneumothorax. The author suggested that the occurrence 
of asphyxia in utero could account for the cases that 
showed the presence of skin lesions at birth. 

Flory”? reported a case of subcutaneous fat necrosis of 
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Fig 3.—Biopsy specimen showing normal 
epidermis and dermis and focal areas of 
subcutaneous necrosis (hematoxylin-eo- 
sin, x 31.25). 





Fig 4.—Needle-shaped clefts in fat cells 
with infiltrate of lymphocytes and histio- 
cytes (hematoxylin-eosin, x 500). 


the newborn in which the mother had preeclampsia. The 
patient of Oswalt et al' was also born to a mother with 
preeclampsia. Their patient was reminiscent of ours in that 
fetal distress, meconium passage, emergency cesarean 
section, and lack of spontaneous respiration at birth, were 
reported. Oswalt et al proposed that the compromised 
circulation in utero, as in preeclampsia, predisposed the 
infant to fat necrosis. The typical sites of involvement, 
such as the shoulders and the buttocks, perhaps indicate 
the role of mechanical pressure in further compromising 
the vascular supply to these areas, resulting in the localized 
fat necrosis. 


References 


1. Solomon LM, Esterly NB: Neonatal Dermatology. Philadelphia, WB 
Saunders Co, 1973, pp 203-205. 

2. Murphy S, Gardner FH: Platelet physiology, in Nathan DG, Oski FA 
(eds): Hematology of Infancy and Childhood. Philadelphia, WB Saunders Co, 
1974, p 636. 

3. Fleischmajer R, Matus NR: Diseases of the corium and subcutaneous 
tissue, in Moschella SL, Pillsbury DM, Hurley HJ Jr (eds): Dermatology. 
Philadelphia, WB Saunders Co, 1975, pp 1001-1002. 

4. Beare JM, Rook A: The newborn, in Rook A, Wilkinson DS, Ebling FJG 
(eds): Textbook of Dermatology, ed 2. Oxford, England, Blackwell Scientific 
Publications, 1972, pp 186-189. 

5. Gray AMH: Sclerema neonatorum. Arch Dermatol 1926;14:635-654. 

6. Gray AMH: On the identity of adiponecrosis subeutanea neonatorum 
with sclerema neonatorum. Br J Dermatol 1933;45:498-506. 

7. Oswalt GC Jr, Montes LF, Cassady G: Subcutaneous fat necrosis of the 
newborn. J Cutan Pathol 1978;5:193-199. 

8. Bower BD, Jones LF, Weeks MM: Cold injury in the newborn: A study 
of 70 cases. Br Med J 1960;1:303-309. 

9. Mann TP, Lond MD, Elliott RIK, et al: Neonatal cold injury due to 
accidental exposure to cold. Lancet 1957;1:229-234. 

10. Duhn R, Scholn EJ, Siu M: Subcutaneous fat necrosis with extensive 
calcification after hypothermia in two newborn infants. Pediatrics 
1968;41:661-664. 

11. Holtzel A: Subcutaneous fat necrosis of the newborn. Arch Dis Child 
1951;26:89-91. 

12. Flory CM: Fat necrosis of the newborn. Arch Pathol 1948;45:278- 
288. 


Subcutaneous Fat Necrosis—Chen et al 37 


= I. iin YO B * 


1-4 


E. 


T" - d * qom E CYUU UENUFERDERTRCEEO T: NC 
f . © Tiy M t m A P. 


Dapsone Hypersensitivity 


The Sulfone Syndrome Revisited 


Kenneth J. Tomecki, MD, Charles J. Catalano, MD 


è A hypersensitivity reaction to low-dose (50-mg), short-term 
dapsone administration developed in a 16-year-old girl. The 
reaction included fever, malaise, dermatitis, jaundice with hepat- 
ic dysfunction, lymphadenopathy, and hemolytic anemia. Physi- 
cians should be familiar with this “sulfone syndrome," an 
uncommon, potentially serious, side effect of dapsone therapy. 

(Arch Dermatol 117:38-39, 1981) 


] ume is the drug of choice in the treatment of 
leprosy: and dermatitis herpetiformis.** In addition, 
it is very useful in the treatment of erythema elevatum 
diutinum** and subcorneal pustular dermatosis*'*; it may 
also be useful in treating acne conglobata,'''* actinomyce- 
toma,'*"* alopecia mucinosa,^ bullous pemphigoid,'*'* 
familial benign chronic pemphigus (Hailey and Hailey 
disease),'*?° chronic bullous dermatosis of childhood," 
granuloma faciale,?? herpes gestationis,? palmoplantar 
pustulosis,”* pemphigus vulgaris,?^' pustular psoriasis,”*-°° 
pyoderma gangrenosum,*'** relapsing polychondritis,*** 
leukocytoclastic and other forms of vasculitis,^?* and 
Weber-Christian panniculitis.’ 

The side effects of dapsone are many and varied. We 
wish to report here a patient in whom a hypersensitivity 
reaction developed after short-term, low-dose dapsone 
administration for acne vulgaris. 


REPORT OF A CASE 


A 16-year-old white girl of German descent was admitted to the 
hospital for evaluation of suspected hepatitis. The girl had been in 
good health until one week before admission, when fever, malaise, 
abdominal pain, and a rash developed. She was also noted to be 
jaundiced. Initial laboratory evaluation revealed a hematocrit 
reading of 30.2%, elevated liver function levels, normal glucose- 
6-phosphate dehydrogenase activity, and a negative slide test 
result for infectious mononucleosis heterophil antibodies. Approx- 
imately two weeks before symptoms began, she had received 50 
mg/day of dapsone for acne vulgaris; she stopped the medication 
at the time of hospitalization. There was no other history of 
previous illness or drug ingestion, including over-the-counter 
preparations and vitamins. 

On admission, the patient's temperature was 38.3 °C, her pulse 
rate was 120 beats per minute and regular, and her respirations 
were 24/min. Blood pressure was 110/70 mm Hg. 

Physical examination showed a well-developed girl in moderate 
distress. She had a generalized morbilliform eruption with multi- 
ple discrete and confluent papules; the eruption was prominent on 
the extremities and spared the scalp, palms, and soles. Other 
pertinent physical findings included periorbital edema, scleral 
icterus, hepatosplenomegaly with a tender palpable liver edge, and 
enlarged cervical and postauricular lymph nodes. 

On admission, the urine was dark and there was evidence of 
bilirubinuria. The hematocrit reading was 34.9%, the hemoglobin 
level was 10.9 g/dL, and the RBC count was 3,590,000/cu mm. 
The WBC count was 25,500/cu mm, with a differential cell count of 
59% neutrophils, 22% lymphocytes, 10% eosinophils, and 9% mono- 
cytes. The peripheral blood smear indicated poikilocytosis, aniso- 
cytosis, and a few atypical lymphocytes and teardrop cells. There 
were the following serum electrolyte levels: sodium, 123 mEq/L 
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(normal, 135 to 145 mEq/L); potassium, 4.0 mEq/L (normal, 3.5 to 5 
mEq/L); chloride, 90 mEq/L (normal, 95 to 105 mEq/L); and 
carbon dioxide, 20 mEq/L (normal, 24 to 32 mEq/L). Other values 
were: total protein, 4.6 g/dL (normal, 6 to 8 g/dL); albumin, 2.8 
g/dL (normal, 3 to 5.5 g/dL); total bilirubin, 3.6 mg/dL (normal, 0.1 
to 1 mg/dL); direct bilirubin, 2.2 mg/dL (normal, 0 to 0.8 mg/dL); 
alkaline phosphatase, 449 IU/L (normal, 30 to 115 IU/L); lactic 
dehydrogenase (LDH), 1,265 [U/L (normal, 110 to 245 IU/L); 
SGOT, 535 IU/L (normal, 7 to 40 IU/L), and SGPT, 560 IU/L 
(normal, 6 to 58 IU/L). There was no detectable methemoglobin 
level. 

The following values or tests were either normal or negative: 
blood culture, ESR, platelet count, Heinz body stain, prothrombin 
time, partial thromboplastin time, BUN, serum creatinine, blood 
glucose, serologic test for syphilis, febrile and cold agglutinins, 
antinuclear antibody, anti-smooth muscle and antimitochondria 
antibodies, hepatitis-associated antigen, direct and indirect 
Coombs’ test complements (C3 and C4), Epstein-Barr and leptospi- 
rosis titers, chest and abdominal roentgenograms, and an ECG. 
Tests for blood sulfone level and erythrocyte enzyme and serial 
glutathione determinations were not done. 

Although the differential diagnosis was lengthy, the most likely 
diagnosis was a sulfone syndrome with hepatitis, secondary to 
dapsone. The patient initially received 60 mg/day of prednisone, 
with prompt resolution of fever and gradual improvement of 
symptoms. During hospitalization, generalized exfoliation re- 
placed the initial eruption. 

During the six-day hospitalization, the hematocrit reading 
dropped to 27%. The corrected reticulocyte count was 4.1%; the 
haptoglobin level was 41 mg/dL (normal, 60 to 270 mg/dL); and 
other indices were grossly normal—all of which were compatible 
with a hemolytic anemia. 

At the time of discharge, the total bilirubin level was 1.9 mg/dL 
with a direct bilirubin level of 1.0 mg/dL. Other values were: 
alkaline phosphatase, 324 IU/L; LDH, 1,035 IU/L; SGOT, 334 
IU/L; and SGPT, 480 IU/L. The total protein, albumin, and serum 
electrolyte levels were normal. The patient's condition continued 
to improve and she received 60 mg/day of.prednisone for five 
more days, after which the dose was gradually tapered and the 
medication use discontinued four weeks later. One month after 
discharge, there was no evidence of any active disease. 


COMMENT 


Our patient had fever, malaise, weakness, morbilliform, 
then exfoliative dermatitis, jaundice with gross hepatic 
dysfunction, lymphadenopathy, and hemolytic anemia, all 
of which developed three weeks after the administration of 
50 mg/day of dapsone. The clinical presentation was 
compatible with the "sulfone syndrome," an uncommon 
hypersensitivity reaction to dapsone. The syndrome is 
characterized by the development of fever, malaise, exfoli- 
ative dermatitis, jaundice with hepatic necrosis, lymphad- 
enopathy, methemoglobinemia, and anemia after six to 
eight weeks of dapsone therapy.**** Allday and Barnes? 
emphasized: 
that the sequence of symptoms- dermatitis, hepatitis, glandular 
enlargement, and mononucleosis, of which dermatitis is always 
present though the others may be absent-forms a particular 
pattern or syndrome developing in the second month of D.A.D.P.S. 
(dapsone) therapy, persisting about two weeks, and usually heal- 
ing but sometimes ending fatally. 

Our patient fulfilled most of the criteria for the syn- 
drome. Although she was not glucose-6-phosphate dehy- 
drogenase-deficient and had no documented methemoglo- 
binemia, 50 mg/day of dapsone will not easily produce 
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hemolysis in healthy glucose-6-phosphate dehydroge- 
` nase-deficient individuals.*"' But persons with the Afri- 
can variant of glucose-6-phosphate dehydrogenase defi- 
ciency do experience hemolysis without a frank hemolytic 
“anemia, in contrast to persons with the Mediterranean 
variant who are much more susceptible to a drug-induced 
hemolytic anemia.*^*' The conditions of most patients with 
the sulfone syndrome improve after cessation of dapsone 
therapy; indeed, our patient’s condition improved dramati- 
cally after cessation of dapsone treatment and institution 
of prednisone therapy. 

The hypersensitivity reaction to dapsone is not dose- 
related. In contrast, the hepatotoxic reaction is dose- 
related,** and the neurotoxic reaction may be idiosyncrat- 
ic.** The hypersensitivity reaction supposedly occurs in less 
than 0.5% of patients who take the drug, and invariably 
begins within one to four weeks after administration.“ 
The true incidence of such a reaction must be far less than 
0.5%, for dapsone has been in use for more than 30 years, 
and several million people have received the drug for a 
variety of reasons. Most of the previous reports of such 
dapsone toxicity appeared almost 30 years ago and 
involved its use in the treatment of leprosy. We are aware 
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of only one other report of dapsone hypersensitivity in the 
last 30 years.” In addition, to our knowledge, our patient 
represents the first case of a hypersensitivity reaction to 
dapsone that occurred with a dose of less than 100 mg/ 
day. 

The common side effects of dapsone are RBC and WBC 
toxic reactions, especially methemoglobinemia, hemolytic 
anemia, and agranulocytosis. Less common side effects 
include skin, gastrointestinal tract (especially hepatitis), 
and neurologic (especially peripheral neuropathy) disor- 
ders; the neurotoxicity of dapsone may result from 
impaired metabolism with slow acetylation.“ In addition, 
there are recent reports of severe hypoalbuminemia* and 
renal papillary necrosis** after dapsone administration. It 
is apparent that the adverse effects of dapsone are as 
variable as the supposed indications for its use. The partial 
or complete expression of the sulfone syndrome as a 
hypersensitivity reaction to dapsone may be more common 
than previously thought, and dermatologists and internists 
should be familiar with this reaction pattern. 


Nonproprietary Name and Trademark of Drug 


Dapsone—A vlosulfon. 
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Cutaneous Lesions in Brucellosis 


MAJ Timothy G. Berger, MC, USAC; MAJ Marshall A. Guill, MC, USAC; COL Detlef K. Goette, MC, USAC 


e Two types of eruptions developed in a patient who had a 
fever of unknown origin: (1) tiny papules on the trunk and 
proximal extremities and (2) erythema nodosum-like deep der- 
mal nodules on the legs. Brucella agglutinin test results were 
persistently negative, but B melitensis grew from the blood 
culture. Bruceliosis should be considered in the differential 
diagnosis of a fever of unknown origin associated with a papular 
eruption with certain histologic features and/or erythema nodo- 
sum-like lesions. The histologic examination of cutaneous 
lesions may facilitate the diagnosis. 

(Arch Dermatol 117:40-42, 1981) 


D sr e is an acute or chronic infectious disease, the 
incidence of which is decreasing in the United 
States. In the past, infections most commonly resulted 
from contact with infected cattle or dairy products and 
were caused by Brucella abortus.* In recent years, most 
reported cases have been caused by abattoir-related B 
suis, or have occurred sporadically because of B melitensis 
acquired from the ingestion of unpasteurized goat’s 
cheese.** Brucella canis can also cause human disease.*^ 

Skin lesions occur in 595 to 1095 of patients with 
brucellosis. We report here a case of brucellosis with two 
types of eruptions. 


REPORT OF A CASE 


A 25-year-old woman, living in Spain, suddenly had malaise, 
fever, chills, and night sweats in May 1978. She was hospitalized 
twice in June 1978, but the cause of her symptoms was not found. 
In late June 1978, migratory arthralgias, periodie temperature 
elevations to 40 °C, obstipation, intermittent right and left upper 
quadrant abdominal pain, and nonpruritic, erythematous, discrete 
2- to 3-mm papules on the arms and trunk developed. 

On admission to our hospital, physical examination of the 
patient showed a discrete, finely papular erythematous eruption 
on the trunk, forearms, arms, and upper part of the thighs. The 
remaining findings were a palpable spleen 1 em below the left 
costal margin and a soft 1-em nontender left axillary lymph node. 
A biopsy specimen of a 2-mm papule on the arm (Fig 1) indicated 
moderate hyperkeratosis and focal parakeratosis of the epidermis. 
Scattered throughout the lower papillary dermis and extending 
into the reticular dermis was a preponderantly perivascular 
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infiltrate composed of lymphocytes and histiocytes. Epithelioid 
cells and multinucleated giant cells were focally prominent. No 
focal, discrete granulomas were seen. A Brown-Brenn stain dem- 
onstrated no organisms. 

A complete blood cell count indicated a WBC count of 2,700/cu 
mm. Hemoglobin level was 11.0 g/dL; ESR (Westergren) was 34 
mm/hr. Results of the urinalysis, a chest roentgenogram, upper 
gastrointestinal tract series, barium enema examination, and 
serum electrolyte tests were all negative or within normal] limits. 
Bone marrow examination results were within normal limits, and 
a bone marrow culture was negative. 





Fig 1.—Histologic appearance of biopsy specimen of 2-mm 
papule on forearm, showing perivascular infiltration by lympho- 
cytes and histiocytes. Note multinucleate giant cells (upper right) 
(hematoxylin-eosin, original magnification Xx 200). 
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Fig 2.—Left, Histologic appearance of biopsy specimen of violaceous nodule on upper part of thigh showing deep dermal and 
upper subcutaneous fat inflammation (hematoxylin-eosin, original magnification x 35). Right, Dense upper subcutaneous fat 
inflammation with thickening of walls of vessels (hematoxylin-eosin, original magnification x 200). 


Multiple blood cultures were negative. First- and second- 
strength PPD gave no reaction, but the Trichophyton intradermal 
skin test was positive. Agglutination titers for Brucella were 
negative, including serial dilutions. 

Liver function test results were slightly elevated, with an 
alkaline phosphatase level of 105 mU/mL (normal, 30 to 85 
mU/mL), an SGOT level of 41 mU/mL (normal, 7 to 40 mU/mL), a 
y-glutamyl transpeptidase level of 31 mU/mL (normal, 0 to 20 
mU /mL), and a serum bilirubin level of 0.4 mg/dL (normal, 0.2 to 
1.0 mg/dL). 

Technetium Tc 99m sulfur colloid scanning of the liver and 
spleen indicated splenomegaly and a 2-em focal defect in the 
posterior aspect of the right lobe of the liver. Technetium Te 99m 
diphosphonate bone scanning showed a focal area of increased 
uptake in the right frontal skull. Roentgenograms of the area 
disclosed a button sequestrum. An open biopsy specimen of the 
skull lesion showed a granulomatous osteitis with caseation. 
Cultures of the lesion were negative. 

On the 15th hospital day, four tender, red-violet, deep nodules on 
the lower extremities developed, one on the anterior shin, two on 
the posterior calf, and one on the upper part of the thigh. 
Clinically, the lesions resembled erythema nodosum and resolved 
without treatment or sequelae during a ten-day period. On the 
fourth day of the eruption, a biopsy was performed (Fig 2). The 
epidermis was normal. A moderate perivascular and periappenda- 
geal infiltrate of histiocytes, lymphocytes, and occasional plasma 
cells was present in the deep dermis. The infiltrate involved the 
upper subcutaneous fat. Small vessels in the areas of infiltration 
showed endothelial swelling and thrombosis, but there were no 
changes consistent with leukocytoclastic vasculitis (Fig 2, right). 
Small foci of necrosis were present. Brown-Brenn stain failed to 
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show any organisms. The deep dermal nodules differed histologi- 
cally from the fine papules only in the depth and intensity of the 
infiltrate. In the nodules, the infiltrate invaded the subcutaneous 
fat and led to areas of necrosis in the dermis and subcutaneous fat. 
In the papular lesions, the infiltrate was confined to the dermis, 
and necrosis was not observed. 

The patient's temperature rose daily throughout her hospitaliza- 
tion. During the second month of hospitalization, a blood culture 
yielded B melitensis. On careful questioning, the patient admitted 
to being a vegetarian and had eaten goat's cheese. She was treated 
with 500 mg of oral tetracycline hydrochloride, four times daily for 
two weeks, with rapid clinical improvement and regression of 
splenomegaly. The fine papular rash cleared completely over 
several months. Tetracycline hydrochloride therapy was continued 
at 500 mg/day for three months to prevent a relapse. More 
serologie test results in four different laboratories during a 
nine-month period have been negative. 


COMMENT 


This patient was of considerable interest to us because 
she had two eruptions in association with brucellosis. The 
initial eruption was clinically unimpressive in appearance, 
consisting of scattered erythematous 2- to 3-mm papules 
around the trunk and extremities. The prominent granulo- 
matous histologic changes were surprising. Papular erup- 
tions in brucellosis have been described,*? but those erup- 
tions resembled insect bites and were intensely pruritic. 
The histologic description of these lesions was not given. 

The second eruption, consisting of purple, deep dermal 
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Cutaneous Lesions in Brucellosis 


Contact Brucellosis 
Brucella dermatitis” 
Primary inoculation abscesses 


Transient Nonspecific Skin Manifestations 

Fine papular or papular urticaria-like eruptions’ * 

Erythema nodosum or erythema nodosum-like deep dermal 
nodules* '' 

Malar lupus erythematosus-like erythema*' 

Diffuse rubeoliform or scarlatiniform erythema* '^'* 

Erysipelas-like** 

Psoriasiform** 

Impetiginous" * 

Pityriasis rosea-like** 

Eczematous** 

Edema*^ 


Disseminated Lesions 
Multiple cutaneous abscesses* * * 
Facial and leg eschars and ulcerations* 


Systemic Manifestations 
and Cutaneous-Vascular Lesions 
Petechiae and purpura^ * '* 
Thrombophlebitis and pulmonary emboli'* 

































nodules resembling erythema nodosum, was clinically sim- 
ilar to that described by Harris, Piulachs and Vidal- 
Barraquer, and Burger.” Goldstein" reported erythema 
nodosum in a serologically diagnosed case of brucellosis, 
but the lesions were not described clinically or histological- 
ly. Numerous other cutaneous manifestations of brucellosis 
have been described*^^*» (Table). Some of the lesions were 
clinically nonspecific, and, in many, the relationship to the 
infecting organism was unknown. In other lesions, such as 
cutaneous abscesses, the presence of the organism has been 
demonstrated.*-?-'? 

In two of the clinically nonspecific exanthemas, some 
information exists with regard to pathogenesis. For the 
first type of cutaneous eruption (the Brucella dermatitis 
occurring on the forearms of veterinarians after manual 
removal of placenta from aborting cows), Huddleson'" 
hypothesized a hypersensitivity to Brucella antigens, since 
this eruption occurred in persons with specific agglutinins 
to Brucella. A severe local and systemic reaction occurred 
in affected persons after intradermal injections of Brucel- 
la antigens. These nodules may represent an Arthus or 
type III immune-complex reaction. 

For the second type, the erythema nodosum-like lesions, 
Harris* described a case on the thighs of a patient with 
brucellosis whose test results were serologically negative. 
A Brucella intradermal skin test result was violently 
positive, producing a lesion similar to those on the thighs. 
Burger histologically examined deep dermal lesions 


resembling those of our patient and reported similar 
microscopic findings. In addition, special stains demon- 
strated the organism in the lesions. Intramuscular injec- 
tion with Brucella vaccine produced a similar lesion clini- 
cally and histologically at the site of injection. Burger” hy- 
pothesized that these deep dermal nodules represented a 
reaction to Brucella “toxins.” The transient, self-limiting 
nature of these lesions and their production by killed 
organisms may indicate that they are produced by the 
host-immune response to disseminated Brucella anti- 
gens. 

Although these lesions are clinically similar to erythema 
nodosum, there are histologic differences between them 
and classic erythema nodosum. Erythema nodosum is a 
septal panniculitis,^ not a deep dermal inflammation 
spilling into the fat lobules, as seen in these nodules. 
Plasma cells and necrosis are usually absent in erythema 
nodosum’ but could easily be found in our biopsy specimen. 
Although erythema nodosum may occur in infectious dis- 
eases, the organisms are not found in the lesions as has 
been described in the erythema nodosum-like nodules of 
brucellosis.'^ 

The majority of patients with brucellosis have positive 
serologic test results." In chronic brucellosis, negative 
serologic test results can come from two causes: (1) IgA and 
IgG blocking antibodies are present in 12% of cases; if tube 
dilutions are carried out to full range, the test results will 
be positive, as the agglutinins are of higher titer than the 
blocking antibodies.'* (2) Species variation may rarely lead 
to serially negative agglutinins in culturally proved brucel- 
losis." Carpenter et al’ have shown that an indirect 
fluorescent antibody assay using the patient’s strain of 
Brucella will give positive results in cases of chronic 
brucellosis whose results were negative by standard agglu- 
tination techniques. Apparently, in our patient, as in 
others described,“ species variation led to persistently 
negative serologic test results. 

In any fever of unknown origin, brucellosis should be 
considered in the differential diagnosis. Biopsies should be 
done on all cutaneous lesions. They may demonstrate 
unexpected histologic findings. Cutaneous reactions in 
brucellosis are frequently granulomatous, even in the most 
nonspecific lesion, as demonstrated by the eruptions in this 
case. Erythema nodosum-like lesions may demonstrate the 
histologic changes described previously. Special efforts 
should be made to identify the organism in any involved 
tissue by special stains and special culture techniques. In 
the future, the use of specific antiserum samples for 
immunofluorescence microscopy techniques may permit 
the identification of nonviable organisms in tissue. 
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An Unusual Wart-like Skin Lesion 
Found in a Renal Allograft Recipient 


Marvin Lutzner, MD; Odile Croissant, PhD; Marie-Francoise Ducasse, MD; Henri Kreis, MD; 


Jean Crosnier, MD; Gérard Orth, DVM 


è immunosuppressed renal allograft recipients have an 
increased tendency to acquire warts. While studying such 
patients, we found a virus-induced, wart-like lesion that had an 
unusual histologic picture. Light microscopic studies showed 
bizarre keratinocytes with cytoplasmic, juxtanuclear, giant, 
crescentic bodies and round, nuclear inclusions. By electron 
microscopy, the giant cytoplasmic bodies were found to be 
composed of tonofilaments, and the nuclear inclusions were 
found to be composed of papillomavirus-like particles in a 
filamentous matrix. Typical papillomavirus particles were 
observed in a wart extract by the negative-staining method. 
Although virus was abundant in infected cells, no structural viral 
antigens of the human papillomavirus (HPV) types 1, 2, 3, or 5 
could be detected by immunofluorescence microscopy, indicat- 
ing infection by HPV 4 or some other, as yet undescribed, HPV 
type. 

(Arch Dermatol 117:43-46, 1981) 


kh allograft recipients are known to have an 
increased tendency to acquire warts.’ Recently, it 
has been shown that, in addition to the usual varieties of 
warts, pityriasis versicolor-like (PV-like) lesions,’ seen 
previously only in patients with the rare disease, epidermo- 
dysplasia verruciformis (EV), and shown to be associated 
with a specific human papillomavirus (HPV) 5, may 
develop in renal allograft recipients. This present report 
describes another unusual type of virus-induced, wart-like 
lesion in a renal allograft recipient that differs histologi- 
cally from all other types previously described and that 
must be caused by a HPV different than HPV 1, 2, 3, 
and 5. 


REPORT OF A CASE 


A 33-year-old man received a renal allograft from a cadaver for 
terminal renal failure resulting from chronic glomerulonephritis 
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when he was 21 years old. Immunosuppression was maintained 
with cortisone and azathioprine therapy. The patient had noticed 
the presence of wart-like lesions on the dorsa of his hands and 
forearms for the past two years. Two PV-like lesions that had been 
removed from the upper part of his arm had previously been 
shown to be HPV 5-induced.' Other lesions removed from the 
dorsa of his hands proved to be bowenoid in situ cancers. On 
examination, there was a scaly, flat wart-like lesion on the dorsum 
of the second finger of the left hand (Fig 1). 

A crusted erythematous, raised lesion, just adjacent to the flat 
wart-like lesion, ultimately proved to be a warty dyskeratoma with 
early invasive squamous cell carcinoma (Fig 1). 

The flat wart-like lesion on the dorsum of the second finger of 
the left hand was excised, and portions were prepared for light 
and electron microscopic histologic studies, for negative staining, 
and for immunofluorescence microscopy. The portions for light 
and electron microscopy were fixed in 1% buffered glutaralde- 
hyde, postfixed in 1% osmium tetroxide, dehydrated in upgraded 
alcohols, and embedded in an epoxy resin mixture. One microme- 
ter-thick sections were stained with methylene blue-basie fuchsin, 
and ultrathin sections were stained with uranyl acetate and lead 
citrate. Fragments for immunofluorescence microscopy studies 


Fig 1.—Lesion described in this report (arrow). Warty dyskerato- 
ma with early invasive squamous cell carcinoma (asterisk). 
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atosis, acanthosis, papillomatosis, and hyperplasia of germinal 
layer. Note bizarre cells with large, crescentic cytoplasmic 
masses and nuclear inclusions. Plastic-embedded section is 1 um 
thick (methylene blue-basic fuchsin, x 85). 





Fig 3.—Higher-magnification light micrograph showing more = 
detail of bizarre keratinocytes. Note juxtanuclear crescentic 
masses and round, nuclear inclusions (arrows) (methylene 
blue-basic fuchsin, X 640). 


Fig 4.—Electron micrograph of bizarre keratinocyte showing large crescentic juxtanuclear mass of 
tonofilaments. Nucleus is filled with papillomavirus-like particles (uranyl acetate and lead citrate, 
x 10,000). 
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Fig 5.—Electron micrograph of nucleus of bizarre keratinocyte 
with inclusion composed of papillomavirus-like particles 
enmeshed in filamentous network (uranyl acetate and lead 
citrate, X 14,000). 


were frozen in liquid nitrogen and used immediately or stored at 
-70 °C. Immunofluorescence tests were performed by either the 
direct method (by incubating frozen sections after acetone fixa- 
tion with fluorescein-labeled anti-HPV 1 or anti-HPV 2 guinea pig 
IgG) or by the indirect method (by using anti-HPV 3 or anti-HPV 
5 guinea pig antiserum samples followed by fluorescein-labeled 
anti-guinea pig IgG-rabbit IgG) as deseribed previously.^** Wart 
extracts obtained by incubating unfixed cryostat sections over- 
night in 2% phosphotungstic acid were examined for negatively 
stained virus particles with the electron microscope. 

Light microscope examination of the flat wart-like lesion 
showed bizarre keratinocytes throughout the spinous and granular 
layers (Fig 2 and 3). These abnormal cells were enlarged, and their 
cytoplasm contained single, large, juxtanuclear, crescentic bodies. 
Many nuclei contained round inclusions. A portion of the lesion 
was acanthotic with hyperplasia of the germinal cell layer 
(Fig 2). 

Electron microscope examination of the bizarre keratinocytes 
indicated the cytoplasmic inclusions to be composed of large 
masses of tonofilaments (Fig 4). Virus particles, 45 to 55 nm in 
diameter, typical of papillomavirus, were found in many nuclei of 
these keratinocytes (Fig 4, 5, and 6). Nuclear inclusions were 
composed of virus particles embedded in a fibrous matrix (Fig 5). 
Rare cells contained nuclei with virus particles arranged in 
variously shaped inclusions (Fig 6). Occasional parakeratotic cells 
in the stratum corneum had nuclei filled with virus particles. 
Typical papillomavirus particles with a diameter of 53 + 3 nm 
were observed in the wart extract (Fig 7). Immunofluorescence 
microscopy test results for the presence of viral antigens of HPV 
1, 2, 3, and 5 were negative. Serum for HPV 4*:'° was not available 
for testing. 
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Fig 7.—Negatively stained papillomavirus particles found in wart 
extract (phosphotungstic acid, x 160 ind 
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COMMENT 


Previous work has shown that particular types of warts 
may be associated with specific types of human papillo- 
maviruses, namely, deep plantar warts with HPV 1, com- 
mon warts with HPV 2, flat warts with HPV 3, and PV-like 
lesions with HPV 5.**^ Recently, HPV 3 has been reported 
in multiple flat warts occurring in a renal transplant 
recipient.'* Our renal allograft recipient described here had 
previously been reported to have an EV-like syndrome 
with PV-like skin lesions associated with HPV 5, bowenoid 
skin cancers,’ and now a warty dyskeratoma with early 
invasive squamous cell carcinoma. Negatively stained 
papillomavirus particles were observed in tissue extracts 
and in thin sections by electron microscopy. However HPV 
1, 2, 3, and 5 antigens were not found by immunofluores- 
cence microscopy, indicating infection by HPV 4%- or some 
other HPV type. 

The histologic picture of this lesion was different from 
that described for previously reported warty lesions." 
The giant, crescentic, juxtanuclear tonofilament inclusions 
are unlike the cytoplasmic keratohyalin-like inclusions 


described for other wart types.''*'* Also, the péculiar 
nuclear inclusions described here are unlike nuclear 
changes previously described for other warts, suggesting 
an unusual virus maturation pattern. 

Whether this unusual type of wart described here bears 
any relationship to the skin cancers that occur with 
increased frequency in the population of renal allograft 
recipients remains to be determined. 


This work was supported by grants ASR 1.005, ASR 1.014, and ATP 
67.78.99 from the Institut National de la Santé et de la Recherche Médicale 
and was performed while Dr Lutzner was an exchange scientist in the viral 
oncology program of the US-France (National Cancer Institute-Institut 
National de la Santé et de la Recherche Médicale) Cancer Program. 
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Facial Erysipelas 


in the Immunocompromised Host 


Report of Two Cases 


Thomas R. Cupps, MD; Deborah J. Cotton, MD; Robert T. Schooley, MD; Anthony S. Fauci, MD 


€ Two cases of facial erysipelas in immunologically altered 
hosts are reported herein. The unusual presentation with 
absence of erythema in the skin lesion is emphasized. Atypical 
fever patterns were also noted. In one patient, the facial lesion 
followed the onset of fever by 48 hours, and, in the other, the 
facial swelling preceded the fever. Various aspects of the 
patient’s altered host status are discussed in light of the atypical 
clinical presentation. Recognition of facial erysipelas as a poten- 
tial source of group A £-hemolytic streptococcemia in immune- 
altered hosts is important to ensure rapid and appropriate 
therapeutic intervention. 

(Arch Dermatol 117:47-49, 1981) 


he spectrum of infectious diseases in hospitalized 

patients has been changing with the increasing use of 
immunosuppressive agents. The prevalence of opportunis- 
tic infections, including fungal and Gram-negative bacil- 
lary infections, has been well appreciated for several 
years.'* However, the changing pattern of infections with 
Gram-positive organisms in patients with impaired host 
defenses has only recently been emphasized.‘ Although the 
importance of group A ff-hemolytie streptococcal septice- 
mia in the setting of altered host immunity has been 
discussed in several previous reports,®* the importance of 
erysipelas has received relatively little attention. In this 
regard, we report two cases of facial erysipelas in immu- 
nocompromised hosts with a discussion of the clinical 
implications. 


REPORT OF CASES 


Case 1.—A 28-year-old man had hypereosinophilia in 1975. 
Results of studies for specific causes of hypereosinophilia were 
negative, and the patient was included in the idiopathic hypereo- 
sinophilia syndrome protocol." He was treated with 60 mg of oral 
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prednisone taken on alternate days, with a good clinical response. 
In 1977, therapy was switched to hydroxyurea because of an 
increasing peripheral eosinophil count and the onset of congestive 
heart failure thought to be caused by eosinophilie myocardiopathy. 
In 1978 and early 1979, the patient's therapy consisted of oral 
prednisone (40 mg taken on alternate days) and oral hydroxyurea 
(1,000 mg/day or 2,500 mg every third day). By March 1979, the 
congestive heart failure had become increasingly refractory to 
medical management, and the patient was scheduled for mitral 
valve replacement. While waiting for cardiac surgery, a low-grade 
fever developed. The following day, pain on the right side of the 
face and a temperature of 38 °C were noted. On admission to the 
hospital 48 hours after initial onset of fever, a nonerythematous, 
tense swelling of the nose developed. The facial lesion, with a 
sharply demarcated raised edge, enlarged laterally from the base 
of the nose, with the border migrating 1.5 em during two hours of 
observation. The remaining positive findings on physical exami- 
nation included a temperature of 39 °C orally, cardiomegaly, a 
summation gallop, a murmur of mitral regurgitation, and signs of 
congestive heart failure on the right side. The WBC count was 
22,000/cu mm, with 10% polymorphonuclear leukocytes and 80% 
eosinophils. The hematocrit reading was 25%. 

A presumptive diagnosis of facial erysipelas was made, and 
treatment with 6 g/day of intravenous (IV) ampicillin sodium and 
12 g/day of IV oxacillin sodium was started. The patient became 
afebrile in 24 hours, and nasal swelling resolved completely in 
three days. Group A f-hemolytie Streptococcus organisms grew 
from nasal cultures, throat cultures, and one of eight blood 
cultures taken before the administration of antibiotie therapy. 
Therapy was switched to 20 mU/day of IV aqueous penicillin G 
potassium. The immunosuppressive therapy, oral prednisone (40 
mg every other day) and hydroxyurea (2,500 mg every third day), 
was continued during this episode of infection. The patient was 
treated for four weeks because of the bacteremia in the setting of 
planned cardiac surgery. He recovered uneventfully. 

Case 2.—Dyspnea and peripheral eosinophilia developed in a 
34-year-old man in 1974. In 1975, congestive heart failure respon- 
sive to digoxin and furosemide developed. He was referred to the 
National Institutes of Health, Bethesda, Md, for evaluation of his 
persistent hypereosinophilia. The findings of diagnostic studies 
for other causes of increased circulating eosinophils were nega- 
tive, and the patient was included in the idiopathic hypereosino- 
philia syndrome protocol.* Oral prednisone therapy (60 mg on 
alternate days) was started in October 1975. By 1977, the signs and 
symptoms of congestive heart failure became increasingly refrac- 
tory to medical management, and oral hydroxyurea (1,500 mg/ 
day) was added to the patient’s regimen. The clinical course was 


Facial Erysipelas—Cupps et al 47 


+ a> P : 











further complicated by steroid-induced hyperglycemia and a 
pulmonary embolus requiring anticoagulation therapy. 

In December 1978, the patient noted a self-limiting episode of 
epistaxis. Two days later, a severe bilateral nosebleed associated 
with facial and periorbital swelling developed. In 24 hours, tem- 
perature to 39 °C, hematomas beneath both eyes, and eechymoses 
of the lower extremities developed. 

On physical examination, the patient had a temperature of 38 
°C. There was a sharply demarcated, nonerythematous lesion 
extending from the forehead, over the bridge of the nose, and 
laterally over the malar prominences. There was marked periorbi- 
tal edema with ecchymoses under both eyes. The fundi revealed 
bilateral venous distention with sharp dise margins. The pharynx 
was erythematous, and the tonsillar areas were unremarkable. No 
regional adenopathy was noted. The rest of the physical examina- 
tion’s results were remarkable for signs of congestive heart failure 
and hepatosplenomegaly. Admission laboratory data included a 
WBC count of 5,000/cu mm, with 46% polymorphonuclear leuko- 
cytes, 1% band cells, 26% lymphocytes, 2% monocytes, and 23% 
eosinophils. The platelet count was 190,000/cu mm, and the 
prothrombin time was 23 s, with a control of 12 s (the patient was 
receiving warfarin sodium therapy). A presumptive diagnosis of 
facial erysipelas was made and IV therapy with chloramphenicol 
palmitate (2 g/day), nafcillin sodium (12 g/day), and ampicillin 
sodium (8 g/day) in divided doses was started. There was notable 
improvement in the facial swelling in 24 hours, with complete 
resolution in 72 hours. The patient continued taking oral predni- 
sone (60 mg on alternate days) and oral hydroxyurea (1,500 
mg/day) during the episode of infection. Multiple blood cultures 
were negative but group A fi-hemolytie Streptococcus organisms 
grew from a throat culture. Treatment with ampicillin was 
continued for two weeks with a benign clinical course. 


COMMENT 


Classic erysipelas is a group A B-hemolytic streptococcal 
infection of the superficial cutaneous lymphatics, charac- 
terized by a rapidly advancing raised erythematous border. 
It is a distinct entity from cellulitis, which is an infection of 
the deeper subcutaneous tissues associated with a more 
slowly advancing, indistinct margin. The clinical spec- 
trum of erysipelas is well documented in series published 
before the widespread use of antibioties. In two unselected 
series, facial erysipelas accounted for 60% to 85% of cases, 
with the remainder involving the trunk and the extremi- 
ties.'''? In addition to the classically described raised 
erythematous border, vesicular lesions and, rarely, ecchy- 
motie lesions have been described.'^" Facial erysipelas 
usually assumes a butterfly pattern from the bridge of the 
nose extending to the ears, but generally sparing the scalp 
and stopping at the collar line. "> The periorbital tissue 
may be spared" or involved." 

The resolution of swelling is closely correlated with 
defervescence of fever.^ In 80% of patients, the facial 
lesion will be apparent within 48 hours of the onset of 
fever, with a majority occurring in 24 hours. The mean 
duration of fever in untreated cases is between seven and 
eight days, with resolution by crisis, lysis, or gradual 
attenuation." > Bacteremia in uncomplicated cases of ery- 
sipelas is relatively rare, being reported in less than 5% of 
the adequately studied cases.'* 

With the introduction of sulfa drugs and, later, penicil- 
lin, there was a notable decline in mortality from erysipe- 
las." In the postpenicillin era, the interest in erysipelas 
declined. In a comprehensive review of streptococal infec- 
tions by Duma et al; erysipelas is not specifically dis- 
cussed, and, in a review of streptococcal infections by 
Wannamaker,' erysipelas is mentioned only in passing. A 
high association between group A ff-hemolytic streptococ- 
cemia and an immunosuppressed host status has been 
reported.** Of the patients with altered host immunity, a 
high association of leukemia,’ solid tumors,'^ and collagen 
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vascular diseases’ has been reported as well as a correlation 
with the use of immunosuppressive agents such as steroids 
and antineoplastic chemotherapeutic agents.^** The most 
frequently reported apparent portals of entry are the 
skin*** and the upper respiratory tract." The need for 
early recognition and institution of appropriate antibiotic 
therapy to ensure a satisfactory clinical outcome has been 
repeatedly emphasized.^^* Of note is the fact that two of 
six fatal cases of streptococcemia reviewed during a strep- 
tococcal epidemie'* were associated with facial erysipelas 
secondary to abrasions and a rapidly fulminant course 
despite antibiotie therapy. 

Several facets of the clinical presentation of these two 
cases are similar to the previously outlined classic features 
of facial erysipelas. Both cases occurred during the winter 
and were in the age group of peak incidence. Both patients 
complained of upper respiratory tract or sinus symptoms, 
were febrile, and had group A f-hemolytie Streptococcus 
organisms grow from the nasopharynx culture. Moreover, 
the response to antibiotic therapy was rapid. 

Several aspects of their clinical presentation are atypical 
and deserve emphasis. In the first patient, the facial 
swelling appeared 24 hours before the fever, while in the 
second, there was a relatively long febrile course before 
evolution of the facial lesion. A unique aspect of these 
patients was their striking absence of erythema of the 
facial lesions and the subsequent progression to ecchymo- 
sis in patient 1. This atypical presentation was in part 
responsible for the delay in diagnosis and treatment in one 
of the patients. The third unusual aspect was the presence 
of bacteremia in the case in which cultures were obtained 
early in the disease course. As previously noted, bacteremia 
is rare in uncomplicated facial erysipelas.' 

Several factors may be important in the presentation of 
erysipelas in these two immunocompromised hosts. One 
possibility is that these two cases represent a common 
source outbreak. Although not highly contagious, close 
patient contact may be an important mode of spreading 
infection in hospitalized patients.?^?' The fact that the two 
patients were admitted to separate wards three months 
apart and that the infection in patient 1 was acquired 
outside the hospital makes this possibility unlikely. Anoth- 
er possible factor is the use of immunosuppressive agents, 
such as prednisone and hydroxyurea. Not only is there an 
association between group A f-hemolytie streptococcal 
septicemia and the use of such drugs as previously noted,** 
but these agents may also alter the clinical presentation of 
infection. For example, in one series, two of six patients 
receiving high-dose corticosteroids with group A strepto- 
coccemia were afebrile. However, the immunosuppressive 
regimen used in these two patients consisted of alternate 
day prednisone and carefully titrated doses of hydroxyurea 
to avoid suppression of a total polymorphonuclear leuko- 
cyte count less than 1,500/cu mm. Furthermore, increased 
numbers of circulating eosinophils do not seem to predis- 
pose to bacterial infections if the polymorphonculear leuko- 
cyte count is more than 1,500/cu mm (Anthony S. Fauci, 
MD, and John I. Gallin, MD, unpublished data, 1978). 
Similar immunosuppressive regimens have not been asso- 
ciated with an increased incidence of bacteremia in other 
disease states. 

Additional similarities in the two cases are of interest. 
Both patients suffered from severe congestive heart fail- 
ure with clinical evidence of increased central venous 
pressures. An association between cardiac disease and 
increased mortality in erysipelas is well established in 
preantibiotie reports.'^'*?* Altered lymph flow kinetics as 
seen in severe congestive heart failure?» may be of 
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pathophysiologic importance. Certainly, primary abnor- 
malities of the lymphatics have been causally implicated in 
recurrent erysipelas of the lower extremities." It is of 
interest that the cardiomyopathy associated with the 
hYpereosinophilie syndrome includes an endomyocardial 
fibrosis that usually leads to congestive heart failure on the 
right side.* In the series of Keefer and Spink," eight of 39 
fatal cases of erysipelas had myocardial fibrosis, suggest- 
ing that this particular cardiac lesion may be associated 
with an increased risk of this type of infection. 

Although the differential diagnosis of erysipelas 
includes cellulitis, contact dermatitis, osteomyelitis of the 
frontal or maxillary bones, urticaria, trauma, skin lesions 
of hereditary angioedema, and familial Mediterranean 
fever,^* the diagnosis can usually be established on 
clinical presentation, with confirmation by sinus films and 
appropriate Gram’s stains and cultures. Organisms, other 
than group A B-hemolytic streptococci, including Staphylo- 
coccus aureus, Str pneumoniae,” Haemophilus influen- 
zae," and Yersinia enterocolitica,” are rarely responsible 
for erysipelas-like infections. However, disease limited to 
the face has been described only with Sta aureus'* and Str 


pneumoniae." Therefore, initial therapy with ampicillin 
and penicillinase-resistant semisynthetic penicillins is sug- 
gested pending culture results. If a patient is in the 
pediatric age range" or has notable orbital involvement," 
the possibility of H influenzae infection is increased and 
coverage for an ampicillin-resistant strain should be con- 
sidered.^' 

In summary, two cases of facial erysipelas in immuno- 
compromised hosts are discussed. The unusual presenta- 
tion with temporal dissociation of facial swelling and fever 
as well as the absence of erythema in the skin lesion is 
emphasized. Recognition of facial erysipelas as a potential 
source for group A £-hemolytic streptococcemia in immune 
altered hosts is important to ensure rapid and appropriate 
therapeutic intervention. 


Nonproprietary Names and Trademarks of Drugs 


Ampicillin sodium—Alpen-N, Amcill-S, Pen A/N, Penbritin-S for 
Injection, Polycillin-N for Injection, Principen-N. 
Hydroxyurea— Hyd rea. 
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Sézary Syndrome After Successful 


Treatment of Hodgkin’s Disease 


Stanislaw A. Biichner, MD 


è A patient had a cutaneous T-cell lymphoma, appearing 
clinically as Sézary syndrome, that developed two years after 
successful treatment of Hodgkin’s disease with combined radio- 
therapy and chemotherapy. Clinical, histologic, and electron 
microscopic observations were made during the course of the 
Sézary syndrome. The malignant cells in the cell infiltrates and in 
the peripheral blood were characterized as T cells. There is a 
possible relationship of the cutaneous T-cell lymphoma to 
impaired immune surveillance in this patient and to the potential 
carcinogenicity of combined radiotherapy and chemotherapy. 

(Arch Dermatol 117:50-54, 1981) 


uring the last decade, the prognosis of Hodgkin’s 
disease has been considerably improved by the use of 
intensive radiation therapy and polychemotherapy. With 
increasing survival time, however, patients experience an 
increased incidence of the development of second malig- 
nant neoplasms.'’ The second malignant neoplasms may 
be related to the immunosuppression induced either by the 
combined radiation treatment and chemotherapy or by the 
impaired immune surveillance caused by the Hodgkin’s 
disease.'*\ 
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Fig 1.—Dense, partly perivascular infiltrates with exocytosis of 
lymphocytoid cells (hematoxylin-eosin, original magnification 
x 32). 
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The acute leukemias that occur in patients with Hodg- 
kin's disease after combined-agent therapy are mostly of 
the acute myeloid or acute lymphatic type.* In contrast to 
this, malignant cutaneous T-cell lymphomas, occurring as 
second malignant neoplasms in Hodgkin's patients during 
complete remission, have not been reported, to my knowl- 
edge. 

This report describes the development of a leukemic 
cutaneous T-cell lymphoma after the successful treatment 
of Hodgkin's disease. 


REPORT OF A CASE 


A 52-year-old woman had been treated repeatedly since 1971 for 
generalized pruritus. On April 25, 1976, she first noticed an 
enlarged lymph node in the left side of the neck. A nodal biopsy 
specimen was consistent with Hodgkin's disease of the nodular 
sclerosing type. 

Pretherapeutic staging (laparoscopy with liver biopsy, bone 
marrow biopsy and aspirate, and chest roentgenogram) showed no 
pathologie findings. A lymphangiogram disclosed questionable 
para-aortic lymph nodes. The patient refused further investiga- 
tions, whereupon she was irradiated with a total dose of 4,500 rads 
to an upper mantle field during a period of two months (Septem- 
ber and October 1976). 

The patient was treated as an outpatient with 0.025% fluocino- 
lone acetonide ointment for her pruritus until November 1976, 
when she agreed to a staging laparotomy, and splenectomy and 
lymph node biopsies were performed. There was no histologic 
evidence of Hodgkin's infiltrates in the spleen, liver, or lymph 
nodes. In view of the questionable para-aortic lymph nodes showed 
by the lymphangiogram, it was decided to irradiate the patient 
again, and a total dose of 4,000 rads (linear acceleration photons) 


Fig 2.—Atypical lymphocytoid cells with grooved nuclei and 
lymphoblasts (hematoxylin-eosin, original magnification x 625). 
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Fig 3.—Electron micrograph of peripheral blood, showing Sézary 
d cells with typical cerebriform nuclei (original magnification 
T9 . x 3,000). 


Fig 4.—Lymphoma cells in peripheral blood with localized acid 
phosphatase activity (arrowheads) (acid phosphatase stain, orig- 
inal magnification X 320). 
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Fig 5.—Left, Malignant T cells in the peripheral blood forming spontaneous erythrocyte rosettes (hematox- 
ylin, original magnification x 80). Right, Large rosetting, transformed lymphoblast-like T cell (hematoxylin, 
original magnification x 320). 





was administered to the para-aortic lymph drainage region during 
November and December 1976. In the further course of treatment, 
six courses of combination chemotherapy with lomustine, vinblas- 
tine, procarbazine, prednisone, and, irregularly, chlorambucil were 
given from April to October 1977. Despite continuous chemother- 
apy, her pruritus persisted. In December 1977, she began to show 
visible skin changes, and in February 1978, she had to be hospital- 
ized again because of severe pruritus and high fever. 

The patient’s temperature was 40 °C. Physical examination 
disclosed universal redness and partial infiltration of almost the 
entire integument. There were pronounced redness and lichenifi- 
cation, with edema over the face, ears, and dorsa of the hands. The 
hands and feet showed fissured keratoses. Enlarged lymph nodes 
were palpated bilaterally in the axillary and inguinal region. The 
bulbar conjunctivae were hyperemic. No hepatomegaly was pres- 
ent. The remainder of the physical examination results were 
normal. The chest roentgenogram showed no abnormalities. 

Laboratory values were as follows: hemoglobin, 12.6 g/dL; WBC 
count, 7,300/cu mm, with 16% segmented neutrophils, 21% band 
neutrophils, 0% eosinophils, 1% basophils, 57% lymphocytes, 4% 
monocytes, and 1% atypical lymphatic cells; and platelet count, 
440,000/cu mm. 

Serum electrolyte, creatinine, urea, alkaline phosphatase, and 
glucose levels, as well as results of routine urinalysis and antinu- 
clear antibody determinations, were within normal limits. The 
IgM level was 20 mg/dL (normal, 60 to 280 mg/dL); IgA, 180 
mg/dL (normal, 100 to 400 mg/dL); and IgG, 930 mg/dL (normal, 
700 to 1,800 mg/dL). 

The liver biopsy specimen showed pronounced, preponderantly 
portal, reactive lymphohistiocytic inflammation. No evidence of 
Hodgkin’s infiltrates was found. 

A skin biopsy was performed at the same time and showed 
perivascular lymphohistiocytic infiltrates in the upper and middle 
corium, consisting mainly of lymphocytoid cells with hyperchro- 
matic nuclei. No histologic diagnosis could be made. 

The clinical picture was interpreted as erythroderma associated 
with Hodgkin’s disease. The patient was treated with corticotro- 
pin, 1 mg intramuscularly twice weekly, and topically applied 0.1% 
hydrocortisone butyrate, twice daily, and was discharged after 
four weeks, in an improved condition. 

After discharge from the hospital, the patient was treated 
intermittently with prednisone, 10 mg/day, and topically applied 
clobetasol propionate, twice daily, with little response. There were 
recurrent episodes of diffuse erythema, dry skin, and pruritus. 
The skin lesions became progressively more widespread and 
gradually developed into a generalized exfoliative erythroderma. 
The dermatitis and severe itching necessitated readmission in 
June 1978 for further investigations. A skin biopsy done at that 
time disclosed changes suggestive of mycosis fungoides. 

Later in the same year, the patient had varicella, which ran an 
unusually severe course. At the end of November 1978, erysipelas 
of the left arm developed, for which the patient was hospitalized 
again. 

The total leukocyte count was now 20,900/eu mm, with 18% 
neutrophils and 82% lymphocytes. Many of the lymphocytes 
appeared atypical. Repeated WBC counts during the next weeks 
showed an increased number of atypical lymphocytes, believed to 
be compatible with Sézary cells. On the basis of clinical, histopath- 
ologic, and hematologic findings, the diagnosis of Sézary syn- 
drome was made. 

Karly in 1979, the patient had a severe exacerbation of erythro- 
derma, which together with her poor general condition made 
rehospitalization necessary. Physical examination showed a gener- 
alized erythroderma, pronounced on the face and extremities, with 
thickened, edematous, infiltrated patches and papules and hyper- 
pigmentation involving the whole integument. Palmar and plan- 
tar keratoses were conspicuous. The patient had markedly dys- 
trophic nails with pronounced ridging, brittleness, and discolora- 
tion. She also had a diffuse alopecia. Moderately enlarged lymph 
nodes were palpable in the submandibular, axillary, preauricular, 
and inguinal regions. 

Laboratory investigations showed a hemoglobin level of 11.8 
g/dL and a hematocrit reading of 39.4%. The RBC count was 
3.97 x 10^/eu mm, and analysis of the peripheral smear demon- 
strated a slight anisocytosis. The WBC count was 36,300/cu mm, 
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September 
1977 
Clinical features Pruritu 
Leukocytes/cu mm 8,200 


Lymphocytes, % 
Atypical lymphoid cells 


Spontaneous rosette formation with sheep 
RBCs, % 

Stimulation with phytohemagglutinin 

IgG, mg/dL (normal, 700-1,800 mg/dL) 

IgA, mg/dL (normal, 80-300 mg/dL) 

IgM, mg/dL (normal, 60-250 mg/dL) 

Enzyme cytochemistry, acid phosphatase 


with a differential cell count of 8% segmented neutrophils, 6% 
band forms, 0.5% eosinophils, 0% basophils, 3% monocytes, 81.5% 
lymphocytes, and 1% metamyelocytes. Many of the lymphocytes 
appeared atypical, with a fine nuclear structure and prominent 
nucleoli. Some cells showed multilobulated nuclei, a narrow rim of 
cytoplasm, and a higher than normal nuclear cytoplasmic ratio. 
The platelet count was 350,000/cu mm. 

Total serum protein level was 6.3 g/dL; albumin level, 3.4 g/dL; 
uric acid level, 7.0 mg/dL; alkaline phosphatase level, 180 IU/L 
(normal, 38 to 120 IU/L); total bilirubin content, 0.7 mg/dL 
(normal, 0 to 0.9 mg/dL); SGOT level, 20 IU/L (normal, 6 to 23 
IU/L); and SGPT level, 15 IU/L (normal, 5 to 27 IU/L). 

Hematoxylin-eosin sections of a biopsy specimen displayed 
relatively dense, essentially perivascular infiltrates in the upper 
part of the dermis and middle dermis, containing mainly atypical 
lymphoeytoid cells with grooved nuclei and rather large lympho- 
blastic forms. Less frequently, there were histiocytes and mono- 
cytes. In some areas, the infiltrates extended into the overlying 
epidermis (Fig 1 and 2). 

Electron microscopy of abnormal lymphoid cells in the blood 
demonstrated atypical, highly convoluted, cerebriform nuclei and 
numerous lysosomal granules. They were characterized as Sézary 
cells (Fig 3). 

A bone marrow biopsy specimen demonstrated a patchy infiltra- 
tion with a poorly differentiated lymphocytic lymphoma. 


Enzyme-Cytochemical and Immunologic Findings 


Method.—Enzyme-cytochemical studies were performed on 
cryostat sections, cell suspensions extracted from tissue homoge- 
nates, and peripheral blood lymphocytes. 

Tissue specimens were finely cut with scissors and scalpel in 
Hanks’ buffered salt solution with 10% fetal calf serum and then 
passed through a 40-um sieve to obtain a cell suspension. The cells 
were centrifuged at 150 g for 15 minutes at 4 °C. Contaminating 
RBCs were lysed with 0.75% ammonium chloride. The viability of 
the cells was assessed by the trypan blue exclusion test.** 

Of the hydrolytic enzymes, acid phosphatase and a-naphthyl- 
acetate esterase levels were determined. 

The acid phosphatase stain was performed by the method of 
Barka and Anderson,” which demonstrates positivity in T lympho- 
cytes.!'!? 

With a-naphthyl-acetate as substrate, monocytes and histio- 
cytes displayed diffuse intense brown cytoplasmic staining.: 
The histochemical demonstration of a-naphthyl-acetate esterase 
activity in monocytes and histiocytes has proved useful for their 
identification in cutaneous infiltrates.'*'* 

The characterization of lymphocyte subpopulations was carried 
out in cell suspensions from skin lesions and in the peripheral 
blood. The T lymphocytes were identified on the basis of their 
capacity to form rosettes with sheep RBCs. The test for erythro- 
cyte rosette formation was performed according to the method 
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Clinical, Hematologic, Immunologic, and Enzyme-Cytochemical Findings 


October 1978 


Varicella; exfoliative ery- 
throderma; palmar and 
plantar keratoses; gen- 
eralized lymphadeno- 


February 1978 


niversal redness and 
partial infiltration of 
skin; intracutaneous 
skin tests negative 


pathy 
7,300 14,000 20,900 
57.0 42.5 80.5 
1.0% Partly atypical Mostly atypical 


53.0 


930 
180 
20 


November 1978 


January 1979 March 1979 June 1979 

Herpes simplex in auricu- Generalized painful lym- Death 

lar region, extensive phadenopathy; stoma- 

edematous infiltration titis; fever 

of whole integument; 

bone marrow infiltra- 

tion 

36,300 58,000 43,900 
81.5 85.0 65.5 


Predominantly atypical, with fine nuclear structure and 
prominent nucleoli; lymphoblastic elements 


84.0 76.0 74.0 
Atypical lymphocytes in center of rosettes 


Response greatly reduced 
520 
140 

70 


Punctate, intracytoplasmic, paranuclear activity 


described by Jondal et al.'* The percentage of membrane-bound 
immunoglobulin-bearing cells was determined using a polyvalent 
anti-human globulin antiserum (IgG, IgA, IgM, K, and A).'* In 
addition, the T-cell surface properties were studied with specific 
anti-human T-cell serum.?°”! 

Results.—The differentiation of the cutaneous cell infiltrates 
showed a localized paranuclear activity of acid phosphatase in the 
atypical cells. The cells showed a negative reaction for nonspecific 
esterases, and multiple folded and grooved nuclei were the prom- 
inent morphologic feature. Moreover, there were numerous macro- 
phages, characterized by diffuse, pronounced a-naphthyl-acetate 
esterase activity. In the peripheral blood, the atypical lymphocy- 
toid cells were characterized by focal paranuclear activity of acid 
phosphatase (Fig 4). 

Most of the lymphocytoid cells from single cell suspensions and 
from the peripheral blood formed spontaneous rosettes with sheep 
RBCs (Fig 5) and could thus be classified as being of T-cell origin. 
This T-cell nature could be confirmed with specific anti-human 
T-cell serum. 

The responsiveness of peripheral blood lymphocytes to stimula- 
tion with phytohemagglutinin in vitro, used as a functional test 
for T lymphocytes, was greatly reduced. The relative number of T 
cells was decreased. 

Intracutaneous skin tests with ubiquitous antigens (coccidioi- 
din, tuberculin, and mumps skin test antigen) and routine patch 
tests were performed. The patient showed negative responses to 
all of the skin tests. 

The Table presents a summary of the clinical course and the 
hematologic and immunologic features in this patient. The clinical 
course of the disease, together with the laboratory investigations, 
led to the diagnosis of cutaneous T-cell lymphoma appearing 
clinically as Sézary syndrome. 


Therapy and Course of Disease 


The patient was treated with chlorambucil, 30 mg/wk, and 
prednisone, 50 mg/day, orally for six weeks. With this treatment, 
the skin lesions appeared less infiltrated. Prednisone and chloram- 
bucil therapy was then stopped because of a severe, treatment- 
resistant Candida stomatitis. 

By January 1979, there was an increase in the number of 
leukocytes (58,000/cu mm), with a preponderance of atypical 
lymphocytoid elements. 

The appearance of new cutaneous infiltrates necessitated a 
total-skin electron-beam therapy delivered at 6 meV; a dose of 800 
rads was administered to the total skin surface during a period of 
four weeks. This treatment had to be interrupted because of 
repeated upper respiratory tract infections. 

A short therapeutic trial with cyclosporin A was followed by 
severe deterioration in the patient’s general condition, manifested 
by diffuse edematous infiltrations of the whole integument, septic 
fever, and extensive ulcerative Candida stomatitis. The patient 
died on June 15, 1979. 
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Autopsy disclosed extensive lymphomatous infiltrations consis- 
tent with the Sézary syndrome in all examined skin specimens and 
in the lymph nodes. Lymphoid cell infiltrates were found in the 
lungs, liver, and profusely in the kidneys and bone marrow. There 
was no evidence of Hodgkin’s granulomas at autopsy or in 
subsequent histopathologic examinations. 


COMMENT 


This was an unusual case in which a leukemic, malignant, 
cutaneous T-cell lymphoma developed 2⁄2 years after the 
successful treatment of Hodgkin’s disease. The clinical 
features were exfoliative erythroderma, generalized 
lymphadenopathy, palmar and plantar keratoses, and a 
leukemoid blood count, a picture consistent with the diag- 
nosis of the Sézary syndrome. Histologic, immunologic, and 
cytochemical studies confirmed this diagnosis. 

In recent years, there have been many reports of 
patients in whom second neoplasms developed during the 
course of Hodgkin’s disease. Several studies established a 
statistically significant increase in leukemia.*?*:*° 

Rosner and Grünwald* reviewed all published cases of 
leukemia in Hodgkin’s disease patients who had previously 
received intensive radiation therapy and/or cytostatic 
chemotherapy, and they reported eight new cases. Their 
own cases and those reviewed from the literature totaled 
82 cases of acute myelocytic leukemia, 12 cases of chronic 
myelocytic leukemia, and 37 cases of chronic lymphocytic 
leukemia. Recently, Dick et al** observed for the first time 
a T-cell immunoblastic leukemia that developed 2% years 
after the initial diagnosis of Hodgkin’s disease and treat- 
ment with intensive irradiation and chemotherapy. 

Boucheix et al described a case of atypical T-cell 
leukemia complicating Hodgkin’s disease. The T-cell 
nature of the neoplastic cell proliferation was demon- 
strated by a highly positive erythrocyte rosette test and by 
cytochemistry studies that showed a focal activity of acid 
phosphatase. On the other hand, the occurrence of malig- 
nant lymphomas in patients with cutaneous T-cell lympho- 
ma has been noted. 

The development of Hodgkin’s disease in patients with 
mycosis fungoides is rare. Chan et al® described three 
patients with mycosis fungoides in whom Hodgkin’s dis- 
ease developed. 

To my knowledge, this is the first proved case report of 
malignant cutaneous T-cell lymphoma with the clinical 
picture of the Sézary syndrome developing in the course of 
Hodgkin’s disease. 
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The occurrence of second neoplasms in Hodgkin’s disease 
is probably related to either the direct carcinogenicity of 
irradiation and chemotherapy or the impaired cell- 
mediated immunity associated with Hodgkin’s disease. Of 
the two, the therapeutic agents used seem to be the more 
likely cause. The leukemogenic potential of irradiation and 
immunosuppressive drugs is well recognized.???"* Thus, 
Grünwald and Rosner” reviewed 61 reported cases of acute 
leukemia developing in patients who had received immuno- 
suppressive therapy for prolonged periods for various 
disease, and they suggested a causal relationship with the 
therapy. 

Untreated, as well as cytostatically treated, Hodgkin's 
disease patients show an immune defect, which is 
expressed in a decrease in absolute and relative numbers of 
T cells, in impaired lymphocyte transformation, and in 
impaired cellular immune response to certain skin tests.?-* 
The impaired immunologic competence in Hodgkin’s dis- 
ease possibly results from the increased suppressor effects 
of T lymphocytes.*** 

In eontrast to this, the leukemic T cells in Sézary 
syndrome are functionally characterized as helper T 
cells.***’ Unfortunately, we were not able to demonstrate 
the helper activity of neoplastic lymphocytes in our 
patient. On the other hand, the clinical and hematologic 
features of an apparently new kind of T-cell leukemia with 


suppressor properties were recently described. . 

The possibility that this case may represent a cutaneous 
T-cell lymphoma induced by irradiation or chemotherapy 
cannot be ruled out. It is conceivable that the long. 
continued immunosuppressive therapy enhanced the 
impairment of immunocompetence associated with Hodg- 
kin's disease, resulting in an inability to eliminate uncon- 
trolled proliferation of T cells. This hypothesis would be in 
accordance with the immune surveillance theory of Bur- 
net.?* 

This ease report may serve to illustrate the role of 
impaired cell-mediated immunity in the possible induction 
of lymphoma. 


Privatdozent Theo Rufli gave advice, Privatdozent Kurt A. Bienz (Insti- 
tute of Microbiology, University of Basel, Basel, Switzerland) performed the 
electron microscopic examinations, and Marie-Anne Morin, Ruth Grumbach, 
and Inge Graf provided excellent technical assistance. Doris Frank assisted 
in preparing the manuscript. 


Nonproprietary Names and Trademarks of Drugs 


Corticotropin—Actest, Acthar, Actrope, Córtigel, Cortrophin, 
Depo-ACTH. 
Lomustine— CeeNU. 
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With acne, the wish to be invisible 
is not just an adolescent fantasy. 





MINOCYCLINE HCI 


100 mg b.i.d. or 50mg a.i.d. 


In severe acne, the tetracyclines 
may be useful adjunctive therapy. 


MINOCIN® MINOOCLINE HC! 


Oral and Intravenous Brief Summary 


Indications: For the treatment of susceptible gram-positive and 
gram-negative organisms. In severe acne, the tetracyclines may be 
useful adjunctive therapy. For full list of approved indications 

consult labeling. 

Contraindications: Hypersensitivity to any tetracycline. 

Warnings: In the presence of renal dysfunction, intravenous use, 
particularly in pregnancy, in daily doses exceeding 2 grams has been 
associated with deaths through liver failure. When need for intensive 
treatment outweighs potential dangers, perform renal and liver function 
tests before and during therapy; also follow serum concentrations. In 
renal impairment, usual doses may lead to excessive accumulation and 
liver toxicity. Under such conditions, use lower total doses, and, in 
prolonged therapy, determine serum levels. This hazard is of particular 
importance in parenteral use in pregnant or postpartum patients with 
pyelonephritis. In such cases, the blood level should not exceed 15 


mcgm/mi and liver function tests should be made at frequent intervals. 


Do not prescribe other potentially hepatotoxic drugs concomitantly. 

THE USE OF TETRACYCLINES DURING TOOTH DEVELOPMENT (LAST HALF 
OF PREGNANCY, INFANCY AND CHILDHOOD TO THE AGE OF 8 YEARS) MAY 
CAUSE PERMANENT DISCOLORATION OF THE TEETH (YELLOW-GRAY- 
BROWN). This is more common during long-term use but has been 
observed following repeated short-term courses. Enamel hypoplasia has 
also been reported. TETRACYCLINES, THEREFORE, SHOULD NOT BE 
USED IN THIS AGE GROUP UNLESS OTHER DRUGS ARE NOT LIKELY TO BE 
EFFECTIVE OR ARE CONTRAINDICATED. Photosensitivity, manifested by 
an exaggerated sunburn reaction, has been observed in some individ- 
uals taking tetracyclines. Advise patients apt to be exposed to direct 
sunlight or ultraviolet light that such reaction can occur, and discon- 
tinue treatment at first evidence of skin erythema. Studies to date 
indicate that photosensitivity is rarely reported with MINOCIN 
Minocycline HCI. The antianabolic action of tetracycline may cause an 
increase in BUN. In patients with significantly impaired renal function, 
. 


higher serum levels of tetracycline may lead to azotemia, hyperphos- 
phatemia and acidosis. CNS side effects (lightheadedness, dizziness, 
vertigo) have been reported, may disappear during therapy, and always 
disappear rapidly when drug is discontinued. Caution patients who 
experience these symptoms about driving vehicles or using hazardous 
machinery while taking this drug. 

Pregnancy: In animal studies, tetracyclines cross the placenta, are 
found in fetal tissues, and can have toxic effects on the developing 
fetus (often related to retardation of skeletal development). Embryo- 
toxicity has been noted in animals treated early in pregnancy. 
Newborns, infants and children: All tetracyclines form a stable 
calcium complex in any bone-forming tissue. Prematures, given oral 
doses of 25 mg/kg every 6 hours, demonstrated a decrease in fibula 
growth rate, reversible when drug was discontinued. Tetracyclines are 
present in the milk of lactating women who are taking a drug of 

this class. 

Precautions: Use may result in overgrowth of nonsusceptible 
organisms, including fungi. If superinfection occurs, discontinue and 
institute appropriate therapy. In venereal diseases, when coexistent 
‘Syphilis is suspected, darkfield examination should be done before 
treatment is started and blood serology repeated monthly for at least 
four months. Patients on anticoagulant therapy may require downward 
adjustment of such dosage. Test for organ system dysfunction (e g.. 
renal, hepatic and hemopoietic) in long-term use. Treat all Group A 
beta-hemolytic streptococcal infections for at least 10 days. Avoid giving 
tetracycline in conjunction with penicillin. 

Adverse Reactions: GI: (with both oral and parenteral use): anorexia, 
nausea, vomiting, diarrhea, glossitis, dysphagia, enterocolitis, inflam- 
matory lesions (with monilial overgrowth) in anogenital region. Skin: 
maculopapular and erythematous rashes. Exfoliative dermatitis (uncom- 
mon). Photosensitivity is discussed above (“Warnings”). Pigmentation of 
the skin and mucous membranes has been reported. Renal toxicity: 
rise in BUN, dose-related (see "Warnings"). Hypersensitivity reactions: 
urticaria, angioneurotic edema, anaphylaxis, anaphylactoid purpura, 
pericarditis, exacerbation of systemic lupus erythematosus. In young 
infants, bulging fontanels have been reported following full thera- 
peutic dosage, disappearing rapidly when drug was discontinued. 
Blood: hemolytic anemia, thrombocytopenia, neutropenia, eosinophilia. 
CNS: (see "Warnings"). When given in high doses, tetracyclines may 
produce brown-black microscopic discoloration of thyroid glands; no 


abnormalities of thyroid function studies are known to occur. 

NOTE: Rapid administration is to be avoided. Parenteral therapy is 
indicated only when oral therapy is not adequate or tolerated. Oral 
therapy should be instituted as soon as possible. If intravenous therapy 
is given over prolonged periods of time, thrombophlebitis may result. 
Concomitant therapy: Antacids containing aluminum, calcium, or 
magnesium impair absorption; do not give to patients taking oral 
minocycline. Studies to date indicate that absorption of MINOCIN is not 
notably influenced by foods and dairy products. 


CNS side effects including lightheadedness, 
dizziness, or vertigo have been reported with 
MINOCIN Minocycline HCI. Patients who 
experience these symptoms should be 
cautioned about driving vehicles or using 
hazardous machinery while on minocycline 
therapy. If renal impairment exists, lower 
than usual total doses are indicated. (See 
WARNING in Package Insert.) Therapy 
should not be continued unless bacteriologic 
testing indicates appropriate susceptibility of 
causative pathogens to MINOCIN. Enamel 
hypoplasia/tooth staining can occur in 
children under eight years of age. 

Tissue penetration is regarded as essential to 
therapeutic efficacy but specific penetration 
levels have not been directly correlated with 
specific therapeutic results. 
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Orentreich, N., et al. : Comparative study of two antidandruff 
preparations, J. Pharm. Sci. 58:1279 (Oct.) 1969. 
*Head & Shoulders without active ingredient. 





Proven 
therapeutic 
effectiveness... 


now available 
in two formulas 





Regular 


Conditioning Formula 
; Formula 


for EXra Manageability 





For the extra 
manageability 
some patients want 


New Head & Shoulders conditioning 
formula leaves hair even more manageable 
than regular Head & Shoulders. 

So hair is easier to comb when it's wet, 
easier to style when it's dry. Static flyaway is 
controlled and hair is left generally healthy 
looking —all without sacrificing therapeutic 
effectiveness. 


For unbeatable 
dandrufí control 


New Head & Shoulders conditioning 
formula is every bit as effective as regular 
Head & Shoulders. Together, they share an 
unsurpassed record of clinical effectiveness 
equal to that of the leading Rx shampoo. 

In a trial of Head & Shoulders, a 2.5% 
selenium sulfide suspension and a placebo 
(Head & Shoulders without its active 
ingredient), Head & Shoulders proved to be as 
effective as the leading Rx shampoo in the 
treatment of seborrheic dermatitis. 


Priced for compliance 


Head & Shoulders conditioning formula is 

just as low priced as Head & Shoulders regular 
formula. And that could mean a substantial 
savings over other dandruff treatment 
shampoos. 


Encourages regular use for 
sustained control of dandruff 
and seborrheic dermatitis 
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Tarax 


ydroxyzine HCl) 


TABLETS: 10 mg and 25 mg SYRUP: 10 mg per 5 ml, ethyl alcohol 0.5% v/v 


Proven clinically effective for pruritus 
associated with allergic conditions 

e demonstrated antihistaminic/antipruritic activity 
e rapid onset of action 


e prescribed more frequently by allergists and 
dermatologists than any other antipruritic agent* 


Contraindications: Hypersensitivity to hydroxyzine. Hydroxyzine, when ad- 
ministered to the pregnant mouse, rat, and rabbit, induced fetal abnormalities 
in the rat and mouse at doses substantially above the human therapeutic 
range. Safety in human pregnancy has not been established. Until such data 
are available, hydroxyzine is contraindicated in early pregnancy. 
Warnings: Nursing Mothers — It is not known whether hydroxyzine is excreted 
in human milk. Since many drugs are so excreted, hydroxyzine should not be 
"al to nursing mothers. 

recautions: THE POTENTIATING ACTION OF HYDROXYZINE MUST BE CON- 
SIDERED WHEN THE DRUG IS USED IN CONJUNCTION WITH CENTRAL NER- 
VOUS SYSTEM DEPRESSANTS SUCH AS NARCOTICS, NON-NARCOTIC 
ANALGESICS AND BARBITURATES. Therefore, when central nervous system 
depressants are administered concomitantly with hydroxyzine, their dosage 
Should be reduced. Since drowsiness may occur, patients should be warned of 
this possibility and cautioned against driving a car or operating dangerous ma- 
chinery. Patients should be advised against the simultaneous use of other CNS 


"based on market research data on file at Roerig/Pfizer 
(01979 Pfizer Inc. 


depressant drugs and cautioned that the effect of alcohol may be increased. 
Adverse Reactions: Side effects reported are usually mild and transitory in na- 
ture. Anticholinergic — Dry mouth. Central Nervous System — Drowsiness is 
usually transitory and may disappear in'a few days of continued therapy or 
upon reduction of the dose. Involuntary motor activity, including rare in- 
stances of tremor and convulsions, have been reported, usually with doses 
considerably higher than those recommended. 

Supply: Tablets, containing 10 mg, 25 mg, or 50 mg hydroxyzine hydrochlo- 
ride, 100's and 500's; Tablets containing 100 mg, 100's; Syrup containing 

10 mg per teaspoonful (5 ml) and ethyl alcohol 0.596 v/v, pint bottles. 


Before prescribing or administering, see package circular. 
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ANNOUNCING 


GRISACTIN ULTRA 


(GRISEOFULVIN ULTRAMICROSIZE) 
125, 250 MG TABLETS 


Ultramicrosize GRISACTIN® Ultra offers three 
significant benefits for treating tinea infections”: 


— optimal bioavailability 
— often the convenience of one small tablet a day 
— economy 


Ultramicrosize GRISACTIN Ultra. All the griseofulvin 
your patients need — for as long as they need it. 


AND NOW... Pm N 
TELE-AVAILABLE A. 


Physicians can request free product samples by dialing 
toll-free: Continental U.S.A.: 800-528-6050 (except Arizona) 
Arizona: 800-352-0458, Alaska/Hawaii: 800-528-0470. 

This service is available for your convenience 24 hours-a-day, 
every day. 





e fungi. 
Please see brief summary of prescribing information on following page. 


BRIEF SUMMARY 

(For full prescribing information, see package circular.) 
GRISACTIN® Ultra 

Brand of griseofulvin ultramicrosize 

A Fungistatic Antibiotic 

INDICATIONS: Griseofulvin is indicated for the treatment of 
ringworm infections of the skin, hair, and nails, namely: Tinea 
corporis, Tinea pedis, Tinea cruris, Tinea barbae, Tinea 
capitis. Tinea unguium (onychomycosis) when caused by one 
or more of the following genera of fungi: Trichophyton rubrum, 
Trichophyton tonsurans, Trichophyton mentagrophytes, Trich- 
ophyton interdigitalis, Trichophyton verrucosum, Trichophyton 
megnini, Trichophyton gallinae, Trichophyton crateriform, 
Trichophyton sulphureum, Trichophyton schoenleini, Micros- 
porum audouini, Microsporum canis, Microsporum gypseum, 
Epidermophyton floccosum. 

NOTE: Prior to therapy, the type of fungi responsible for the 
infection should be identified. 

The use of this drug is not justified in minor or trivial infec- 
tions which will respond to topical agents alone. 

Griseofulvin is not effective in the following: Bacterial infec- 
tions, Candidiasis (Moniliasis), Histoplasmosis, Actinomy- 
cosis, Sporotrichosis, Chromoblastomycosis, Coccidioi- 
domycosis, North American Blastomycosis, Cryptococcosis 
(Torulosis), Tinea versicolor, Nocardiocis 
CONTRAINDICATIONS: This drug is contraindicated in 
patients with porphyria, hepatocellular failure, and in individ- 
uals with a history of hypersensitivity to griseofulvin 
WARNINGS: Prophylactic Usage: Safety and efficacy of 
griseofulvin for prophylaxis of fungal infections has not been 
established 

Animal Toxicology: Chronic feeding of griseofulvin, at levels CL 
ranging from 0.5-2.5% of the diet, resulted in the development G 
of liver tumors in several strains of mice, particularly males 
Smaller particle sizes result in an enhanced effect. Lower oral 
dosage levels have not been tested. Subcutaneous adminis- 
tration of relatively small doses of griseofulvin, once a week, A 
during the first th-ee weeks of life has also been reported to 
induce hepatomata in mice. Although studies in other animal 
species have not yielded evidence of tumorigenicity, these 
studies were not of adequate design to form a basis for 
conclusions in this regard 

In subacute toxicity studies, orally administered griseofulvin 
produced hepatocellular necrosis in mice, but this has not 
been seen in other species. Disturbances in porphyrin metab- 
olism have been reported in griseofulvin-treated laboratory 
animals. Griseofulvin has been reported to have a colchicine- 
like effect on mitosis and cocarcinogenicity with methyicho- 


lanthrene in cutaneous tumor induction in laboratory animals T h a t d S W h a t kee ps C PT-A th e m ost C u rre nt 


Usage in Pregnancy: The safety of this drug during preg- 


h blished. M J 
animal Reproduction Studes hasbeen eporeainve | Medical reporting system you can use! 
literature that griseofulvin was found to be embryotoxic and 
teratogenic on oral administration to pregnant rats. Pups with 


abnormalities have been reported in the itiersofafewbiches | The Ath Edition of Physicians’ CURRENT PROCEDURAL TERMINOLOGY is the 


treated with griseofulvin. Additional animal reproduction 





studies are in progress only coding system that provides new and revised terminology on a regular, 
Suppression of spermatogenesis has been reported to H A : 

Bier rais. hobnveetigatión imn tailed io Conk thi. automatic basis. This latest update, Summer 1980 marks the fourth update 

PRECAUTIONS: Patients on prolonged therapy with any since CPT-4 was published in 1977. 


potent medication should be under close observation. Peri- 
odic monitoring of organ system function, including renal, 


DIUI atcibeviopsicuo shouid bears: 1. The updates are on self-adhering pages that are affixed to the pages they 
nce griseofulvin is derived from species of Penicillium, : . : : 

the Dowélbüty of pross-Senskivity with penicilio nisë E replace in CPT-4. To activate the update mechanism, you simply return the 
however, known penicillin-sensitive patients have been postage-free card in the book. 


treated without difficulty 
Since a photosensitivity reaction is occasionally associated 


with iriesqiuvn honi palone ahau > eiiis vr CPT-4 is a uniform coding system to accurately designate medical, 
exposure to intense Natural or artificial suniight. uid a . . è . e v > 
photosensitivity reaction occur, lupus erythematosus may be diagnostic, and surgical services in terms of a uniform language among physi- 
aggravated. cians, patients, and third parties. 


Griseofulvin decreases the activity of warfarin-type antico- 
agulants so that patients receiving these drugs concomitantly 
May require dosage adjustment of the anticoagulant during Shouldn’t you be using the most current coding system available? 
and after griseofulvin therapy 
Barbiturates usually depress griseofulvin activity and 
En acienairebon may cqui e iat ale awe i Order two— one for yourself, one for your medical records clerk. 
of the antifungal agent. 
ADVERSE REACTIONS: When adverse reactions occur, they 


are most commonly of the hypersensitivity type such as skin : $ TN cms , 
EENE ricana. and rarely anicrurofis add. MANAY For in formation about CPT-4 in computer tape format, write: Dept. of Applied 
necessitate withdrawal of therapy and appropriate counter- Medical Systems, AMA, 535 N. Dearborn, Chicago, IL 60610. 
measures. Paresthesias of the hands and feet have been 
reported rarely after extended therapy. Other side effects m --  — — eee eee OU UU UU WR 
reported occasionally are oral thrush, nausea, vomiting, 
epigastric distress, diarrhea, headache, fatigue, dizziness. Order Dept., OP-41 
Dn mental confusion, and impairment of performance American Medical Association 
of routine activities 
Proteinuria and leukopenia have been reported rarely. P.O. Box 821 " 
Administration of the drug should be discontinued if granulo- Monroe, Wisconsin 53566 





cytopenia occurs. 
When rare, serious reactions occur with griseofulvin, they 


are usually associated with high dosages, long periods of Please send me___———_copy(ies) of Physicians CURRENT PROCEDURAL TER- 
therapy, or both MINOLOGY, 4th Edition, OP-41. Price: $12 per copy. Enclosed is my check (payable to 
DOSAGE AND ADMINISTRATION: Adults: 250 daily for : 

most patients, and 500 mg daily in divided dodati patiente AMA) for $ . Allow 4-5 weeks for delivery. 


with fungal infections that are more difficult to eradicate. 


Children: 2.5 mg per pound of body weight per day is effec- Name 
tive for most children. Children 2 years of age and younger: 
dosage has not been established. 7039/80 . 
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* Short Reports 


SHORT Reports usually concern a single case report. Text must be typewrit- 
ten, double-spaced, with not more than six references, and should not 
exceed 600 words. If tables or figures are elements of the manuscript, 
please limit text length to 400 words with a total of either three figures or 
tables, or a combination of both. Tables must not exceed 12 lines in depth, 
including the title. For manuscripts containing either one figure and one 
table, or two figures or two tables, maximum teat length is 500 words. 
Manuscripts with text only may contain up to 600 words. The usual 
synopsis-abstract should be omitted. For other details, including copyright 
procedure, see “Instructions for Authors.” 


Hidradenoma Papilliferum of the Eyelid 


Daniel J. Santa Cruz, MD; Philip G. Prioleau, MD; Morton E. Smith, MD 


H idradenoma papilliferum (papillary hidradenoma) is a 

benign, usually asymptomatic neoplasm with apocrine 
differentiation that characteristically occurs in the female 
anogenital area. It is rare for this neoplasm to be found 
elsewhere, and, to our knowledge, it has not been described 
previously in the head and neck region. 


From the Department of Pathology, Division of Surgical Pathology (Drs 


Santa Cruz, Prioleau, and Smith), and the Department of Ophthalmology 
(Dr Smith), Washington University School of Medicine and Barnes 
Hospital, St Louis. 

Reprint requests to Division of Surgical Pathology, Barnes Hospital, St 
Louis, MO 63110 (Dr Santa Cruz). 


Fig 1.—Papillary hidradenoma. This well-circumscribed cystic 
neoplasm has both papillary and glandular features and connects 
with epidermis. Orbicular muscle is seen at lower right (hematox- 
ylin-eosin, x 10). 





Areh Dermatol—Vol 117, Jan 1981 


Recently, we studied a papillary hidradenoma of the 
eyelid. We are reporting it herein because of its unusual 
location and because its histologic pattern might be con- 
fused with that of an adenocarcinoma. 


Report of a Case 


A 45-year-old white woman had a one-year history of a lesion on 
the right upper eyelid. It had enlarged slowly and had bled 
intermittently. 

On examination, the lesion was a small nodule that involved the 
lid margin, was umbilicated centrally, and had “pearly” borders. 
The clinical diagnosis was basal cell carcinoma. The lesion was 
excised. 


Fig 2.—Apocrine lining showing ‘‘decapitation secretion." Note 
lack of cellular atypia, mitoses, and necrosis (hematoxylin-eosin, 
x 350). 
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Histologically, the neoplasm was situated primarily in the 
dermis but was connected with the epidermis (Fig 1). Within the 
cystic neoplasm were gland-like and papillary structures. Col- 
umnar cells, with “pinched off” apical cytoplasm, lined the lumina 
and were in turn surrounded by flattened myoepithelial cells (Fig 
2). A few normal-appearing apocrine glands were adjacent to the 
tumor nodule. The luminal cells had PAS-positive, diastase- 
resistant, fine granules situated above the nucleus. The luminal 
surface of the cells stained positively with colloidal iron stain. 
Similar findings were seen in the adjacent normal apocrine glands 
and in normal axillary skin used as a control. 


Comment 


Since Werth’s first description of papillary hidradenoma 
in 1878, more than 300 cases have been reported, including 
65 tumors from the Armed Forces Institute of Pathology' 
and 69 from the Mayo Clinic, Rochester, Minn.? This 
neoplasm characteristically occurs as a single, solid, or 
cystic asymptomatic lesion in white women older than 20 
years. In the series from the Armed Forces Institute of 
Pathology, 78% of the lesions were genital and 22% were 
perianal.’ 

Papillary hidradenomas characteristically measure 
about 1 cm in diameter and are situated within the dermis. 
Although Lever and Schaumburg-Lever? have said that 
there is no connection with the overlying epidermis, in our 
case, an epidermal connection was present. Characteristi- 
cally, papillary hidradenomas have both glandular and 
papillary patterns, the latter usually preponderating.' The 
lining cells are usually columnar and are characterized by 
"decapitation secretion"; less often they are somewhat 
flattened. There is generally little stroma. 

Papillary hidradenomas are strikingly similar to mam- 


Pemphigoid Vegetans 


Report of a Case 


Kirsti Kuokkanen, MD, Heikki Helin, MD 


Winkelmann and Su! recently described a female patient 
who had vegetating lesions resembling pemphigus 
vegetans. The histopathologic and immunologic findings, 
however, were typical for bullous pemphigoid. The authors, 
therefore, termed this unique presentation of bullous 
pemphigoid, “pemphigoid vegetans." 
This report describes a patient with similar clinical and 
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mary intraductal papillomas, although the latter’ usually 
have an irregular outline with less well-defined boundries. 
In addition, they frequently involve more than one duct 
and are associated with fibrosis.’ d 

Although papillary hidradenomas are not locally destruc- 
tive and do not metastasize, they have sometimes been 
erroneously interpreted as malignant.'? This is under- 
standable when a small incisional biopsy specimen shows 
papillary and glandular features that could be confused 
with those of an adenocarcinoma. However, papillary 
hidradenomas are sharply circumscribed, a characteristic 
of benign neoplasms. The criteria used to differentiate 
benign from malignant mammary intraductal papillary 
neoplasms can also be applied to papillary hidradenomas, 
namely, an orderly growth pattern, little or no cytologic 
atypia, and an absence of necrosis. 

The presence of an adnexal neoplasm with apocrine 
differentiation on the eyelid should not be surprising. The 
Moll's glands represent modified apocrine glands. Their 
ducts empty into the infundibular portion of the hair 
follicles that make up the lashes. Other neoplasms with 
apocrine differentiation may also be found on the eyelids, 
namely, apocrine hidrocystoma and syringocystadenoma 
papilliferum. 
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immunohistologic findings. She also had roentgenological- 
ly eonfirmed ulcerative colitis. 


Report of a Case 


A 40-year-old woman was first seen by us 12 years ago, soon 
after the onset of a purulent, vegetating dermatitis involving her 
hands, eyelids, lips, axillae, vulva, and groin. Four years earlier she 
had had erythema nodosum, the cause of which remained un- 
known, although she had had colitis for many years. 

A clinical diagnosis of pemphigus vegetans was made, although 
acantholysis could not be found on histopathologic examination. 
The patient was subsequently hospitalized several times because 
of relapsing lesions, which often occurred in association with 
respiratory or urinary tract infections. Staphylococcus aureus, 


Pemphigoid Vegetans—Kuokkanen & Helin 


Fig 1.—Vegetating, bullous lesions on skin of groin. 


Fig 2.—Subepidermal bulla formation with edema of papillary 
dermis and accumulations of eosinophils and mononuclear cells 
(hematoxylin-eosin, original magnification x 310). 
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group A B-hemolytic Streptococcus, Proteus mirabilis, Pseudomo- 
nas aerunginosa, and Candida albicans grew from cultures of the 
skin lesions several times. 

In recent years, the patient had occasionally had circumscribed 
vegetating lesions on the eyelids and inguinal folds, controlled by 
antiseptic topical therapy, oral antibiotics, and triamcinolone 
acetonide given periodically. Dapsone therapy did not prevent the 
relapses. 

Examination of the skin showed massive, inflammatory, bul- 
lous, and crusted vegetations present symmetrically in the ingui- 
nal folds (Fig 1). The skin sites that had been affected earlier (the 
hands, the axillae, and the umbilical region) were pigmented, 
scarred, and atrophic. 

Laboratory data included a hemoglobin level of 15.3 g/dL anda 
WBC count of 11,000/cu mm with 72% neutrophils, 26% lympho- 
cytes, and 2% eosinophils. The platelet count was 272,000/cu mm. 
The ESR was 24 mm/hr. Urinalysis test results were normal. 
Creatinine, blood glucose, C3, and C4 levels were within normal 
limits. The VDRL test for syphilis and tests for rheumatoid factor 
and cryoglobulins were negative. The antinuclear antibody titer 
was 1:50, ie, slightly elevated. The immunoglobulin levels were: 
IgG, 18 g/L (normal, 5 to 12.5 g/L); IgA, 4 g/L (normal, 1.5 to 2.2 
g/L), and IgM, 1.70 g/L (normal, 1.5 to 2.8 g/L). The skin tests for 
tuberculin (PPD, 1.0 TU) and C albicans (1:50) were negative. The 
streptokinase-streptodornase (1:500) skin test was positive. The 
numbers of T and B cells in the blood were normal and the 
response of lymphocytes to phytohemagglutinin stimulation was 
normal. The roentgenogram of the colon showed irregular and 
deficient haustra consistent with inactive ulcerative colitis. 

Histologic examination of a skin biopsy specimen taken from a 
lesion in the groin (Fig 2) showed pseudoepitheliomatous hyper- 
plasia, marked edema of the papillary dermis, local areas of dermal 
necrosis, accumulations of eosinophils and mononuclear cells, and 
subepidermal bulla formation. In the latter, the separation 
occurred at the dermoepidermal junction. The roof of the bulla was 
composed of intact epidermis. No acantholysis was seen. 

Direct immunofluorescence microscopy of a biopsy specimen 
taken from the same lesion showed linear deposition of IgG and C3 
along the epidermal basement membrane. No fluorescence was 
observed in the epidermal intercellular spaces. The results of 
repeated indirect immunofluorescence microscopy studies of the 
patient's serum were normal. 


Comment 


The clinical features of our patient correspond to those 
of the patient described by Winkelmann and Su.' More- 
over, the findings of the histologic and immunohistologic 
studies proved to be identical. Basement membrane anti- 
bodies were not found on indirect immunofluorescence 
microscopy in our case. 

Both patients also had roentgenologically proved ulcera- 
tive colitis that, in our patient, had been asymptomatic 
after childhood. As stated by many authors, pyoderma 
gangrenosum and pyostomatitis vegetans can occur in 
association with ulcerative colitis. Vegetating lesions 
have not previously been described in connection with 
bullous pemphigoid.* Pemphigoid vegetans that represents 
a new subtype of pemphigoid may also be one of the 
vegetating disorders appearing in connection with ulcera- 
tive colitis. 
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Extramedullary Hemopoiesis of the Skin 


Deba P. Sarma, MD 


The skin is a potential site for extramedullary hemopoie- 
sis since hemopoiesis occurs in the skin in early 
embryonic life. However, a review of the English literature 
reveals only five reported cases of extramedullary hemo- 
poiesis of the skin.'* All of these patients suffered from 
myelofibrosis. I report herein another case of myelofibrosis 
associated with papulonodular and plaque-like lesions of 
the skin that microscopically exhibited extramedullary 
hemopoiesis. 


Report of a Case 


A 64-year-old man with fever of unknown origin that had been 
present for 14 months was admitted to the Veterans Administra- 
tion Medical Center, New Orleans, in March 1974. 

Physical examination showed a nontender, palpable liver, 5 em 
below the right costal margin, and a palpable spleen, 3 em below 
the left costal margin. There was no lymphadenopathy. Hemato- 
logic studies indicated the following values: hemoglobin, 9.1 g/ dL; 
hematocrit, 31.7%; RBCs, 3,900,000/cu mm; WBC, 8,300/cu mm; 
differential cell count, normal; and platelets, 186,000/cu mm. Other 
tests included blood culture tests, febrile agglutinin tests, lupus 
erythematosus cell preparation, skin test for tuberculosis, and 
serologic tests for fungi. All of these yielded negative results. 
Results of roentgenologic studies of the chest and gastrointestinal 
tract were within normal limits except for the finding of a 
widened duodenal loop, indicating a mass in the pancreas. Angio- 
grams did not show any tumor vessels in the region of the 
pancreas. Scans using technetium Tc 99m sulfur colloid showed an 
enlarged liver and spleen and minimal localization in the region of 
the pancreas indicating chronic pancreatitis or tumor. A tentative 
diagnosis of lymphoma was made. 

An exploratory laparotomy and splenectomy were performed. 
No mass was noted in the pancreas. Microscopic examination of 
the spleen (which weighed 420 g), liver tissue, and the lymph nodes 
that were removed at the time of exploration did not yield any 
specific diagnosis. The results of microbiologic studies of the 
tissues were normal. Subsequently, the patient underwent a bone 
marrow biopsy that established a diagnosis of myelofibrosis. 

On examinations during the following months, the patient was 
found to have numerous asymptomatic plaque-like and papulono- 
dular lesions on the skin of the arms, legs, feet, chest, and back. 
The lesions ranged from 0.4 to 1.5 cm in diameter. The plaque-like 
lesions were pink-tan with a zone of hemorrhage around them. 
Some of them were ulcerated. The papulonodular lesions were pink 
and were elevated 0.2 to 0.3 em above the skin surface. 

A biopsy specimen of a nodular lesion showed a polymorphic 
cellular infiltration of the dermis consisting of myeloid and 
erythroid cells and megakaryocytes (Fig 1 and 2). The cellular 
infiltrate was particularly abundant around the vessels and skin 
appendages. 

The patient was treated symptomatically on an outpatient basis. 
In September 1975, after progressive deterioration, the patient 
died of acute pulmonary edema. At autopsy, fibrosis of the bone 
marrow, hepatomegaly, generalized lymphadenopathy, and 
numerous cutaneous plaque-like and papulonodular lesions were 
found. Extramedullary hemopoiesis was noted in the liver, lymph 
nodes, and skin lesions, as well as in an accessory spleen, epicardial 
adipose tissue, the kidneys, the adrenal glands, the lungs, and the 
meninges. 
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Fig 1.—Skin biopsy specimen showing dermal infiltrate composed 
of erythroid and myeloid cells and megakaryocytes (arrows) 
(hematoxylin-eosin, X 60). 


Fig 2.—Higher magnification of specimen in Fig 1 showing 
megakaryocyte (left arrow) and large myeloid cells (right arrow) 
(hematoxylin-eosin, X 240). 
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Comment 


The skin lesions of extramedullary hemopoiesis have 
been described as nodular, erythematous, infiltrative, and/ 
or papular. In the present case, plaque-like lesions with 
hemorrhagic borders were also present. 

Microscopie examination of the cellular infiltrates of the 
skin showed only cells of the myeloid series in three 
reported cases.'? Cells of both myeloid and erythroid series 
were seen in one case.? [n only one patient, a 14-year-old 
man with myelofibrosis, were cells of myeloid, erythroid, 
and megakaryocytic series noted: To the best of my 
knowledge, the present case seems to be the second 
documentation of extramedullary hemopoiesis of the skin 
with cells of all three series. 

The cause of this rare occurrence of cutaneous hemopoie- 
sis is not clear. Some authors: have speculated that the 
removal of the spleen may stimulate hemopoiesis in unusu- 
al sites. Our patient did have a splenectomy before the 


Erosive Myiasis 


Noel Guillozet, MD 


Hyrosive (or ulcerative) myiasis occurs in the presence of 
severe malnutrition or other conditions that inhibit 
tissue repair processes. The usual furuncle-like presenta- 
tion of cutaneous myiasis culminates in deep cutaneous 
ulcerations revealing underlying fascia. Life-threatening 
infection can ensue. The usual forms of local treatment 
must be supplemented by antibioties given for systemic 
effect and major nutritional therapy to ensure recovery. 
Cutaneous myiasis is found in most tropical nations and 
many temperate zones and is caused by the larvae of many 
different flies of the Diptera order. Each species has its 
own distinct means of propagation but all involve the 
burrowing into live flesh by a larva that then develops over 
a period of days to months, after which it emerges. With 
species that have large larva, an indurated dome-like lesion 
known as a warble (which measures up to 3 to 4 em in 
diameter) may occur, with ultimate ulceration, extrusion of 
the larva, and marked scarring. 


Report of a Case 


A 24-month-old boy of Cameroon, West Africa, had multiple 
lesions on his back and chest. Pertinent history included a 
hospitalization seven months before for the complications of 
measles. The mother had noticed the development of what she 
thought were boils on the patient’s back and chest a month before 
this admission. The characteristic lesions of the tumbu fly were 
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development of the skin lesions. In another reported case; 
the patient had also undergone a splenectomy before the 
skin lesions appeared. A careful study of patients with 
myelofibrosis, especially after they have had splenecto- 
mies, may show additional cases of extramedullary hemo- 
poiesis of the skin. 
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Fig 1.—Lesions of erosive myiasis in characteristic normal- 
ly covered areas. 
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Fig 2.—Left and right, Erosions extending to fascia. Apparent desquamation is dried medication. 


ultimately recognized, and most of the parasites were manually 
expressed. Healing, however, did not occur in the usual way, and 
the mother sought additional treatment for the child. Further 
inquiry indicated that the child’s weight was essentially 
unchanged from what it had been at the time of hospitalization 
seven months earlier. 

On physical examination, classic signs of proteocaloric malnutri- 
tion were evident. Height and weight were at the 50th and third 
percentiles, respectively, and there was a notable lack of subcuta- 
neous fat. There were multiple cutaneous punched-out craters on 
the back, flank, and chest, and two remaining parasites. The 
craters were approximately 1 em deep and showed underlying 
fascia with few signs of inflammation. The remainder of the 
physical examination’s findings were noncontributory. With local 
treatment, injectable penicillin G potassium therapy, whole blood 
transfusion for marked anemia, and a high protein-high caloric 
diet, the patient recovered. Scarring was severe (Fig 1 and 2). 


Comment 


Erosive myiasis characteristically occurs in the severely 
nutritionally compromised host. In a malnourished child, 
major necrosis and profound scarring can occur in survi- 
vors. Migration of larvae into the spinal cord, brain, and 
other vital structures, with a fatal outcome has been 
reported. Ina compromised host, the course in an otherwise 
simple myiatic infestation may vary and may be compli- 
cated by life-threatening systemic infections that can 
evolve from the multiple areas of infection. 

Seattered single lesions on the face, neck, hands, and 
other exposed sites may be induced by mosquitoes that 
drop a fertile egg of Dermatobia hominis during the course 
of taking a blood meal.’ Flies of other species commonly 
found in the United States, eg, Hypoderma bovis, Cochlio- 
myia hominivorax, and Wohlfartia vigil, may lay eggs 
directly on the skin of sleeping animals or man.’” In 
Cameroon, Cordylobia anthropophagia is endemic, and 
human lesions (as found in this patient) are usually located 
in areas typically covered by clothing. The adult fly lays its 
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eggs on clothes being allowed to dry in areas unprotected 
from flies? With incomplete drying and warmth, the 
requisite moisture and heat for incubation are present. 
When clothes are worn, the hatching larvae burrow into the 
skin of covered areas where further maturation occurs in 
lesions that appear to be an insect bite or small furuncle. 
An obligatory breather, the larva occasionally protrudes its 
caudal portion from a tiny opening where serous discharge 
or pus can be noted. The lesions may be single but are 
frequently multiple and involve covered areas. Diagnosis 
and treatment are usually accomplished by gentle expres- 
sion of the larvae, after which healing is prompt. 

Measures for preventing myiasis in temperate as well as 
tropical zones include the use of screening and the use of 
repellents to minimize fly and mosquito contacts. The use 
of insecticides around latrines, on shady beaches, and in 
other areas where bare feet or other parts of the skin may 
come in contact with the larvae may also be helpful in 
prevention. Areas infested by the tumbu or mango fly 
(C anthropophagia) include tropieal subsaharan parts of 
West Africa popular with tourists. Visitors and residents 
should take the modest precautions of either drying their 
clothes in a bright and breezy area or of ironing their 
clothes thoroughly. 
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New evidence shows: 


Protection from 
»  dryskin begins 
E right from day one 


In an 18-day Study, patients who bathed 
with Alpha Keri* Bath Oil were compared 
with patients who followed their normal 


bathing regimen. When results in the eight 
patients were evaluated by dermatologists: 


@ Alpha Keri patients showed improved 
Skin on the first day of study. 


E improvement increased day after day. 


„and increases until 
improvement extends 
throughout the day. 


By day 17, Alpha Keri patients showed 
improvement over control patients at 
every evaluation during those 24 hours. 
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acne agent 
o specific 


eT orn Le RI MEE eee 
SO SPECIFIC, IT’S EFFECTIVE ALONE. 








Specific because it works 
the way acne works— 
from the inside out. 
Evidence to date suggests that 
Retin-A* (tretinoin) can partially ee 
reverse abnormal keratinization Secs 
and reduce the adhesiveness of 
horny cells within the follicle; 


thus by keeping the follicle CD DTI ae ue an M j E C 
j > i. pee mes 
clear, Retin-A decreases the ac- EE LL EE oe 


cumulation of sebum, which 
inherently inhibits both the pro- 
liferation of P. acnes and the 
production of free fatty acids. 
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[n a study of 127 patients’ with difficult-to-clear grades II 
and III acne, 80% showed excellent to good results after 11 weeks 
of treatment with Retin-A 0.01% Gel. There was: 


A 66% reduction in papules 
A 68% reduction in pustules 
A 71% reduction in comedones 


Discontinuance due to erythema, irritation 
and peeling was only 1.5% 


*TRADEMARK 
+ Data on file, Dermatological Division, Ortho Pharmaceutical Corporation. 


| Concomitant topical medication should be used with caution because of possible 
interaction with tretinoin. Particular caution should be exercised in using preparations 
containing peeling agents (such as sulfur, resorcinol, benzoyl peroxide, or salicylic 
acid) with Retin-A. It also is advisable to “rest” a patient skin until the effects of peeling 
agents subside before use of Retin-A is begun. 
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Retin-A Gel 0.01% 
Available in an economical 45 gram tube, 
e as well as the original 15 gram tube. 





Retin-A Cream 0.05% 
Available in tubes of 20 grams and 
45 grams. 


Also available as: 

Retin-A Gel 0.02542, tubes of 15 and 
45 grams 

Retin-A Cream 0.1%, tubes of 20 grams 
Retin-A Liquid 0.05%, amber bottles of 
28 ml 


Before prescribing, please consult complete 
posdua information, a summary of which 
ollows: 
Indications: RETIN-A is indicated for topical 
application in the treatment of acne vulgaris, 
primarily grades I, II, and III in which come- 
dones, papules, and pustules predominate. It 
is not effective in most cases of severe pus- 
tular and deep cystic nodular varieties (acne 
conglobata). 
Contraindications: Use of the product 
should be discontinued if hypersensitivity to 
any of the ingredients is noted. 
Warnings: Recent studies in hairless albino 
mice suggest that tretinoin may accelerate the 
tumorigenic potential of ultraviolet radiation. 
Although the significance to man is not clear, 
patients should avoid or minimize exposure 
to sun. Concomitant topical medication 
should be used with caution because of 
possible interaction with tretinoin. Particular 
caution should be exercised in using prepara- 
tions containing peeling agents (such as sulfur, 
resorcinol, benzoyl peroxide, or salicylic acid) 
with RETIN-A. It also is advisable to “rest” a 
patients skin until the effects of peeling agents 
subside before use of RETIN-A is begun. 
Exposure to sunlight, including sunlamps, 
should be minimized during the use of 
RETIN-A and patients with sunburn should be 
advised not to use the product until fully 
recovered because of heightened suscep- 
tibility to sunlight as a result of the use of 
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Behcet's Syndrome: Clinical and Immunological Features, by T. Lehner and 
C.G. Barnes, 323 pp, $38, New York, Academic Press Ine, 1979. 


This book makes significant contributions to our knowl- 
edge of Behcet's syndrome. Since many members of Lehn- 
er's department have made contributions to the book, there 
is a thread of consistency regarding many of the major 
points made in this up-to-date synopsis. 

Clinieal manifestations are well covered. The articles on 
therapy are not complete and offer only a small synopsis of 
the information available. Unfortunately, our information 
on Behcet's syndrome is still inadequate and lacks control 
data. The information related to transplantation antigens 
and their varied associated clinieal syndromes, the immu- 
noglobulin studies in different tissue fluids, and the WBC 
investigations present relatively new information that is 
not available in the standard textbooks of medicine. The 
breakdown of the clinical syndrome and the various orga- 
nisms associated with it were presented well. While this 
book tends to reflect the editors' personal viewpoint of 
Behcet’s syndrome, I am sure similar views are held by 
many other persons. Their experience is extensive and is 
probably comparable with that of physicians in the United 
States, but is not necessarily similar to the experience of 
physicians in the Middle or Far East. 

It is unlikely that our diagnostie acumen for this disor- 
der, which deserves much wider recognition, will be signif- 
icantly enhanced until a specific serologic test or biopsy 
evaluation has evolved through ongoing studies. This book 
is recommended to physicians facing difficult differential 
diagnostie problems mimicking Behcet's syndrome, as it 
will enhance their understanding of this mysterious illness. 
On the subject of therapy for this syndrome, however, the 
bibliography has more to offer than the text itself. 

STUART LEVIN, MD 
Chicago 


Fortschritte der praktischen Dermatologie und Venerologie, edited by 
O. Braun-Falco and H. H. Wolff, 396 pp, 69 illus, $54.90, Berlin, Springer- 
Verlag, 1979, 


Braun-Falco and Wolff, both of the Dermatologic Clinic 
of the University of Munich, Germany, have edited the 
ninth volume of Fortschritte der praktischen Dermatologie 
und Venerologie (Progress in Practical Dermatology and 
Venereology). It contains 47 papers presented at the Uni- 
versity of Munich in conjunction with the professional 
organization of German dermatologists from July 30 to 
Aug 3, 1979. This postgraduate week for dermatologists 
was started in 1951 by the late Alfred Marchionini, profes- 
sor and director of the Dermatologie Clinic of Munich. 
After his death, his successor, Otto Braun-Faleo, continued 
the tradition. A meeting is held every three to four years in 
Munich. About 800 participants heard papers presented by 
47 prominent dermatologists, mostly from Germany, but 
also from Austria, Poland, Sweden, Switzerland, and the 
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United States. A Dia-Clinic was also presented ever 
morning, replacing the individual demonstration 0 
patients. The organizers of this educational meetin; 
believe that the didactic results are superior to thos 
resulting from the inspection of patients by a large 
number of physicians. 

The various chapters of this book deal with clinica 
dermatology (contact dermatitis, nodular dermatoses of 
the lower extremities, annular erythemas, and the therapy 
of melanoma), venereology (syphilis and gonorrhea, ure- 
thritis caused by Chlamydia, and chancroid), immunoder- 
matology, photodermatoses and phototherapy (light test- 
ing, polymorphic light dermatosis, psoralens and ultravio- 
let A [PUVA], and light protection), skin and internal 
medicine, diagnosis and practice (nonallergic urticaria, 
dermatology in the ear region, hair growth and loss, 
therapy of cutaneous lymphoma), microbiology (virus 
research and local therapy of dermatophytosis), new devel- 
opments (new occupational dermatoses, electron-micros- 
copy in practical dermatology, and what’s new in dermatol- 
ogy), and present-day therapy (psychopharmacothera- 
peuties, glucocorticosteroid-free anti-inflammatory 
medications, oral therapy with vitamin-A acid derivatives, 
inhibitors of ovulation and antiandrogens, and therapy of 
oligozoospermia). 

Steigleder distinguishes between exogenous (primary 
irritant and allergic types of contact dermatitis) and 
endogenous (atopic) dermatitis, stating that dyshidrotie 
eczema and diaper, anal, nummular, leg, and hand derma- 
titis are not separate forms but variants of exogenous or 
endogenous dermatitis. He believes that a number of cases 
previously diagnosed as seborrheic eczema should be cate- 
gorized with other dermatoses, ie, psoriasis or superficial 
mycoses. Nasemann and Stüttgen observed a more fre- 
quent occurrence of chancroid, particularly in West Berlin, 
in Turkish workers. According to Stiittgen, cultivation of 
Haemophilus (Ducrey-Unna) from the upper layer of 
serum in freshly coagulated human blood is the optimal 
proof of diagnosis. Electron-microscopic examinations of 
pus from the bubo and biopsy specimens of ulcers always 
show the characteristic structure of the causative organism 
in the form of extracellular groups of bacilli present 
between macrophages. Wolff believes that no definite 


sion. Various forms of treatment are available—topical 
mustard gas, topical and oral glucocorticosteroids, PUVA, 
roentgen therapy, monochemotherapy, and polychemo- 
therapy. Dorn points out that specific local therapy of 
dermatophytosis fails in many cases because of penetra- 
tion problems through the stratum corneum barrier or is 
not indicated because of acute infection. He adds that the 
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antifungal therapy of the future will likely be systemic. 
According to Borelli, 29.9% of all occupational diseases 
reported in the state of Bavaria were dermatoses; 36.5% 
were seen in building trade workers, 18% in painters, 13.6% 
in paramedics, 11.2% in metal industry workers, and 8.4% 
in textile workers. Braun-Falco presented a comprehensive 
paper on new developments in dermatology. He covered 
basic science research, genetics, new disease entities, der- 
matoallergy, inflammatory dermatoses, connective tissue 
diseases, bullous dermatoses, cutaneous viral infections, 
hair diseases, vitiligo, keratodermas, porphyrias, cutaneous 
tumors, the paraneoplastic syndrome, venereal diseases, 
and dermatologie therapy. 

This soft-cover book, with its extensive bibliography and 
subject index, is clearly printed on excellent glossy paper. 
It contains much up-to-date knowledge of many important 
dermatologic subjects. The book makes interesting reading 
for dermatologists who are familiar with German, since it 
reflects the activities and interests of our dermatologic 
colleagues on the European continent, particularly in Ger- 
many. 

ALFRED HOLLANDER, MD 
San Diego 


J. Jadassohn, Handbuch der Haut- und Geschlechtskrankheiten, Erganzung- 
swerk; Nicht entzündliche Dermatosen. Bósartige Geschwülste, Leukämie, 
edited by H. A. Gottron and G. W. Korting, 780 pp, 160 illus, $386.40, Berlin, 
Springer-Verlag, 1979, vol 3, pt IIIB. 

Another supplement to J. J adassohn’s handbook of skin 
and venereal diseases concerns malignant tumors and 
leukemia. Its planning and completion were delayed 
because of the deaths of the original editor, Gottron, and 
the author of one chapter, Lausecker. This volume was 
compiled by seven German and Austrian dermatologists 
and one German pathologist. They present chapters deal- 
ing with such sarcomas of the skin as fibrosarcoma, 
malignant histiocytic tumors, liposarcoma, leiomyosarco- 
ma, and rhabdomyosarcoma. The various angiosarcomas, 
including Kaposi’s hemorrhagic sarcoma, malignant reticu- 
lum cell sarcoma, clear cell sarcoma of the tendons and 
fasciae, epithelioid sarcoma, secondary sarcoma after scar- 
ring and irradiation, malignant granular cell tumor, mela- 
noma, myxosarcoma, malignant mesenchymoma, synovial 
sarcoma, extraskeletal chondrosarcoma, osteogenic sarco- 
ma, and lymphocytic sarcoma are also presented. The 
chapter on squamous cell carcinoma is divided into the 
following subchapters: precanceroses (Bowen’s disease; 
erythroplasia of Queyrat; Paget’s disease; actinic, tar, 
arsenical, and radiation keratoses, leukoplakia; xeroderma 
pigmentosum, epidermodysplasia verruciformis; various 
forms of cheilitis, kraurosis vulvae, and kraurosis penis), 
pseudocanceroses (papillomatosis cutis carcinoides, kera- 
toacanthoma, and pseudorecurrences after Chaoul radia- 
tion therapy), malignant (metastasizing) basal cell carcino- 
ma, and squamous cell carcinoma. Another chapter 
describes skin metastases from malignant tumors, includ- 


ing the paraneoplastic syndrome. About one third of this 
book is devoted to leukemia with a discussion of definition, 
classification, frequency, etiology, pathogenesis, diagnosis 
and differential diagnosis, therapy, and prognosis. The 
leukemias are divided into the following categories: acute 
immature cell, chronie mature cell, chronic mature cell 
myeloid leukemia with neutrophilie and eosinophilic types, 
tumor-forming leukemia, and secondary diseases in leu- 
kemia (carcinoma, Hodgkin's disease, tubereulosis, and 
Kaposi's sarcoma). The last chapter concerns neurogenic 
tumors of the skin, such as neuroma, neurinoma, neurofi- 
broma, Recklinghausen's disease, neural nevus, neurocuta- 
neous melanosis, ganglioneuroma, and granular cell 
tumor. 

Some interesting details are noteworthy—Rothmann’s 
remarks at the symposium on Kaposi's sarcoma in 1968 still 
apply. Although the disease is being studied intensively, no 
essential progress has been made since Kaposi’s time. The 
definition of reticuloses remains controversial, but clini- 
cians, as well as a majority of pathologists, still find the 
current classification useful. Malignant lymphoma is div- 
ided into Hodgkin’s and non-Hodgkin’s diseases. The con- 
cept of malignant lymphoma vs lymphoproliferative disor- 
der is becoming widely accepted. Despite achievements in 
the modern treatment of leukemia, its prognosis is still 
poor. The term "neurinoma" in the German literature 
corresponds to “schwannoma” or "neurilemoma," terms 
used in the United States. 

Due to a long interval between completion and publica- 
tion of individual ehapters, a few recent developments are 
missing. The granular cell tumor is discussed under the 
heading "Sarcoma and Neurogenie Tumor," but its neuro- 
genic origin is increasingly favored. Topically applied 
fluorouracil is not mentioned for the treatment of Bowen's 
disease. Inclusion of malignant metastasizing basal cell 
carcinoma into the group of squamous cell cancer of the 
skin corresponds to Gottron's classification of tumors. This 
conception has not been generally recognized. Under cryo- 
therapy of squamous cell carcinoma, solid carbon dioxide 
(but not liquid nitrogen) is mentioned. In the discussion of 
neural nevus, only Masson’s theory is mentioned, not 
Mishima’s and Thorn’s observations. Masson’s neuronevus 
bleu is grouped with neural nevus. 

This text of 780 pages is interspersed with 160 black- 
and-white, mostly good, clinical and histopathologic illus- 
trations. The paper, print, and binding are of the best 
quality. There are complete author and subject indexes. 

Despite numerous difficulties, the editor, Korting, has 
achieved an admirable coordination of all the contributors’ 
material to present a comprehensive treatise on malignant 
tumors and leukemias. This supplement to Jadassohn’s 
handbook, like the previous publications in this series, 
represents the encyclopedia of dermatologic knowledge for 
every physician ‘nterested in this field who is conversant in 
German. 


ALFRED HOLLANDER, MD 
San Diego 





CORRECTION 


Acknowledgment Added.—In the article entitled “Vasculitis in Cytomegalovirus 
Infection,’ published in the October ARCHIVES (1980;116:1174-1176), the following 


acknowledgment should have appeared: The color illustrations were supported in part by 
Owen Laboratories, Dallas. 
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sulfide in seborrheic dermatitis is unknown. 
INDICATIONS: Selenium sulfide is indicated in 
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this preparation enters the eyes. 2. The product 
should be used with caution when acute inflam- 
mation or exudation is present as an increase in 
absorption may occur. ADVERSE REACTIONS: 
l. Hair loss has been reported with the use of 
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1. Leyden JJ, Kligman AM. Dandruff — cause and 
treatment. Cosmetics & Toiletries 1979; 94:23-28. 
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"^de ər uniform dispersion of benzoyl peroxide throughout the base. 
$ textured gel easy to apply, encourages patient compliance. 
~ + 24 month shelf life * Fragrance-free for cosmetic compatibility — . 
- DESCRIPTION: benzac? w 5 contains 5% benzoyl peroxide; PRECAUTIONS: FOR EXTERNAL USE ONLY. Avoid contact with 

benzac® w 10 contains 10% benzoyl peroxide; in a gel base the eyes, eyelids and other mucous membranes. May bleach 
containing dioctyl sodium sulfosuccinate, edetate disodium, hair and colored fabrics. 
poloxamer 182, carbomer 940, propylene glycol, silicon HOW SUPPLIED: benzac® w 5, 60 gram tubes 
dioxide, and purified water. May also contain citric acid and/or — — ————— NDC 0299-3600-01 
sodium hydroxide to adjust pH. b c? u 10. 60 tub 
CONTRRINDICRTIONS: Not to be used by patíents having ide MN sh ee on 


known sensitivity to benzoyl peroxide or any other ingredients 


of the preparations. For full prescribing information, see package insert. 
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New evidence confirms 

Westcort^ (hydrocortisone valerate) 
provides dramatic improvement 
within the first 3 days. 


. Clinical Study Shows Rapid and Progressive Relief of Symptoms of 


| Atopic Dermatitis. 


Reduction in Severity of Symptoms with Westcort 


3 
(n = 48) 
Pruritus 62% 
Erythema 73% 
Scaling 63% 
Papulation 53% 
Lichenification 50% 
Vesiculation 86% 


(100% = disappearance of symptom) 


Days of Treatment 


7 14 
(n = 52) (n = 54) 

87% 9076 
87% 89% 
83% 92% 
75% 84% 
73% 84% 
92% 91% 





Study Design: Two independent investigators evaluated the effec- 
tiveness of Westcort 0.2%, applied twice daily for 2 weeks, in patients 
with atopic dermatitis. Subjects studied included 34 males and 32 
females, from 4 months to 22.8 years of age (mean age 4.5 years). 
After the initial evaluation, the patients were seen in the clinic 3, 7, 
and 14 days after initiation of the treatment. 


Westcort® 
(HYDROCORTISONE VALERATE) CREAM, 0.2% 


Indications: Westcort Cream is intended for the relief of the 
inflammatory manifestations of corticosteroid-responsive 
dermatoses. 

Contraindications: In those patients with a history of 
hypersensitivity to any of the components (see ingredients). 
Precautions: If irritation develops, discontinue and institute 
appropriate therapy. Use appropriate antifungal or anti- 
bacterial agent with infections. Discontinue use if infection 
persists. large areas or occlusion use suitable pre- 
caution for systemic effects due to absorption. Safe use in 
pregnancy has not been established. Exposure of gestating 


avimals to topical corticosteroids has been associated with 
fetai abnormalities. 


Adverse Reactions: (for topical steroids; especially with 
occlusion): Burning, itching. irritation, dryness, folliculitis, 
hypertrichosis, acneiform eruptions, hypopigmentation, peri- 
oral dermatitis, allergic contact dermatitis, maceration of 
skin, secondary infection, skin atrophy. striae, miliaria. 


Ingredients: Hydrocortisone Valerate (0.2%), white petro- 
latum, steary! alcohol, propylene glycol, amphoteric-9. 
carbomer-940, sodium phosphate, sodium lauryl! sulfate, 
sorbic acid, water. 

How Supplied: Westcort (hydrocortisone valerate) Cream, 
0.2%, is supplied in 15 g., NDC 0072-8100-15; 45 g., 
NDC 0072-8100-45; and 60 g.. NDC 0072-8109-69 tubes. 
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(HYDROCORTISONE VALERATE) 


LUIESTLUOOD® 


PHARMACEUTICALS INC 
Buffalo, New York 14213 
In Canada, Belleville, Ontario KBN SES 
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* INDICATIONS: Based on a review of this drug 
by the National Academy of Sciences—National 
Research Council and/or other information, 
FDA has classified the indications as follows: 
"Possibly" effective: For topical administration 
for the treatment of the listed localized infections 
or for suppressive therapy in such conditions: 
e primary pyodermas (impetigo, ecthyma, syco- 
sis vulgaris, paronychia) € secondary infected 
dermatoses (eczema, herpes, and seborrheic 
dermatitis) e traumatic lesions (inflamed or 
suppurating as a result of bacterial infection). 
Final classification of the less-than-effective 
indications requires further investigation 


CONTRAINDICATIONS: Not for use in the eyes or 

in the external ear canal if the eardrum is perforated. 
This product is contraindicated in those individuals who 
have shown hypersensitivity to any of its components. 
WARNING: Because of the potential hazard of nephro- 


toxicity and ototoxicity due to neomycin, care should - 
be exercised when using this product intreating ^ =- 
extensive burns, trophic ulceration and other extensive - 
conditions where absorption of neomycin is possible. 

In burns where more than 20 percent of the body 
surface is affected, especially if the patient has impaired 
renal function or is receiving other aminoglycoside 
antibiotics concurrently, not more than one application 
a day is recommended. 

When using neomycin-containing products to control 
secondary infection in the chronic dermatoses, such 

as chronic otitis externa or stasis dermatitis, it should 
be borne in mind that the skin in these conditions is 
more liable than is normal skin to become sensitized to 
many substances, including neomycin. The manifes- 
tation of sensitization to neomycin is usually a low. 
grade reddening with swelling, dry scaling and itching; 
it may be manifest simply as a failure to heal. During 
long-term use of neomycin-containing products, peri- 
odic examination for such signs is advisable and the 
patient should be told to discontinue the product if ney 


= ‘gre observed. Thess symptoms vagi ress indckty on 

-withdrawing the medication. Neomycin-containing 
Repeating should be avoided for that patient there- 
. after. 





PRECAUTIONS: As with other antibacterial prepara- 
tions, prolonged use may result in overgrowth of 
nonsusceptible organisms, including fungi. Appropriate 
measures should be taken if this occurs. 

ADVERSE REACTIONS: Neomycin is a not uncommon 
cutaneous sensitizer. Articles in the current literature 
indicate an increase in the prevalence of persons 
allergic to neomycin. Ototoxicity and nephrotoxicity 
have been reported (see Warning section). 

HOW SUPPLIED: Tube of 15 g. . 


Complete literature available on request from 
Profession: ences Pa. PML. 
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The Fluonid Solution. 


(fluocinolone acetonide) 0.01% 


The time-tested, mid-strength 


steroid for the troublesome 
symptoms of seborrheic dermatitis. 





* Applies easily to scalp and other Available in 20 ml and 60 ml bottles. 
hairy areas. 

* One drop covers up to four square Promoted exclusively to 
inches of skin. dermatologists. 








One drop... covers up to four square inches of skin. 


The Fluonid Solution. 


The solution to the problem of seborrheic dermatitis 


Brief summary of prescribing information. 
Fluonid® Topical Solution 0.01% Indications: Topically for inflammatory manifestations of corticosteroid-responsive dermatoses. Contrai 


dications: Contraindicated in those patients with hypersensitivity to any of the components. Precautions: If irritation develops, discontint 
and treat appropriately. If infection is present, use with appropriate therapy or discontinue use until infection is controlled. If extensh 
areas are treated or if the occlusive technique is used, take precautions against systemic absorption. Do not use extensively in larc 
amounts, or for prolonged periods in pregnant women. Not for ophthalmic use. Adverse Reactions: Burning, itching, irritation, drynes 
folliculitis, hypertrichosis, acneiform eruptions, hypopigmentation, perioral dermatitis, allergic contact dermatitis, maceration of the ski 
secondary infection, skin atrophy, striae and miliaria. Dosage and Administration: A small amount of solution should be rubbed in tho 
oughly but gently two to four times daily. Part the hair in hairy sites to allow direct contact with the lesion. How Supplied: Topical Solutic 
0.0195 in 20 m! and 60 ml plastic squeeze bottles. Available on prescription only. 
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THE JOHNS HOPKINS UNIVERSITY 
SCHOOL OF MEDICINE 
AND , 
THE JOHNS HOPKINS HOSPITAL 


DIRECTOR, | 
DEPARTMENT OF DERMATOLOGY 
DERMATOLOGIST-IN-CHIEF 


Applications are invited from emi- 
nent dermatologists who have excel- 
lent background in teaching, re- 
search and patient care. Strong lead- 
ership and administrative qualities 
are essential. 


Send letter of application with 
attached curriculum vitae to: 


ALBERT H. OWENS, M.D., 
CHAIRMAN 
DERMATOLOGY SEARCH COMMITTEE 
c/o ONCOLOGY CENTER 
JOHNS HOPKINS HOSPITAL 
BALTIMORE, MARYLAND 21205 


Johns Hopkins is an affirmative action, 
equal opportunity employer. 


Deadline date for submission: 
MARCH 1, 1981 


ANNOUNCEMENT 


The Department of Dermatology, Emory 
University School of Medicine will sponsor a 
two-day course in Dermatologic Surgery in 
Atlanta, Georgia, April 10 and 11, 1981. This 
course will stress the basics of skin surgery 
with an emphasis on improvement of opera- 
tive techniques. The faculty is interdisciplina- 
ry and will discuss procedures of use to those 
interested in cutaneous surgery. Laboratory 
pigsfoot sessions will be given each day with 
individual instruction. 


The faculty includes: Dr. Michael Albom 
(New York University), Dr. Richard G. Ben. 
nett, Dr. John Bostwick (Department of Plas: 
tic Surgery, Emory University), Dr. Roget 
Ceilley (University of lowa), Dr. Frederick 
McConnel (Department of Otolaryngology, 
Emory University), Dr. Clinton McCord (De: 
partment of Ophthalmology, Emory Universi: 
ty), Dr. Ricardo Mora (Louisiana State Univer 
sity), Dr. Vincent Peng, D. Samuel Stegmar 
(University of California, San Francisco) anc 
Dr. Hiram Sturm. 


All inquiries should be addressed to Dr 
Richard G. Bennett, Chief, Chemosurger) 
Unit, Emory University Clinic, 1365 Cliftor 
Road, N.E., Atlanta, Georgia 30322. 
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(SELENIUM SULFIDE 
LOTION, U.S.P.) R 


BRIEF SUMMARY 


Contains: Selenium sulfide, 212 96, w/v; bento- 
nite; lauric diethanolamide; ethylene glycol 
monostearate; titanium dioxide; amphoteric—2; 
sodium lauryl sulfate; sodium phosphate 
(monobasic); alyceryl monoricinoleate; citric 
acid; captan and perfume in an aqueous 
suspension. 


Indications: For the treatment of dandruff and 
seborrheic dermatitis of the scalp. 


- Contraindications: Should not be used by 
patients allergic to any of its components. 


Warnings: Safety for use on infants has not 
been established. 


- Precautions: Cutaneous sensitization of the 
scalp or adjacent areas has been reported; if 


sensitivity reactions should occur, discontinue 


!' use Chemical canitinctivitic maw raciilt if 
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product enters the eyes. Do not use when 
acute inflammation or exudation is present as 
an increase in absorption may occur. 


Adverse Reactions: As with other shampoos, 
oiliness or dryness of the hair and scalp may 
occur following use; there have been occasional 
reports of an increase in the amount of normal 
hair loss. Hair discoloration may occur; can be 
avoided or minimized by thorough rinsing. 


Accidental Oral Ingestion. There have been no 
documented reports of serious toxicity in humans 
resulting from acute ingestion of SELSUN; 
however, acute toxicity studies in animals suggest 
that ingestion of large amounts could result in 
potential human toxicity. For this reason, 
evacuation of the stomach contents 
should be considered in cases of 
acute oral ingestion. 0013332 
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SELSUN. 


- SELENIUM SULADE LOTION, USP 


NOC 0074-2660-04 4 FL OZ 
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bath oil 


New evidence shows: 


Protection from 
dry skin begins 


Dri ight from day one 


In an 18-day study, patients who bathed 
with Alpha Keri® Bath Oil were compared 
with patients who followed their normal 
bathing regimen. When results in the eight 
patients were evaluated by dermatologists: 


B Alpha Keri patients showed improved 
skin on the first day of study. 


_ B Improvement increased day after day. 


„and increases until 
provement extends 
throughout the day. 


"By day 17, Alpha Keri patients showed 
improvement over control patients at 
every evaluation during those 24 hours. 


KERI” 
Dey E ' LOTION for 
Therapy as | ri rich moistu- 
pleasing as it | Ne rizers to 
is effective. TH i provide extra 
: protection 
for hands, 
knees, 
elbows and 
other sensi- 
tive problem 
areas. 
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PHARMACEUTICALS INC. 
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an acne aoent 


Specific because it works 
the way acne works— 
from the inside out. 


Evidence to date suggests that 
Retin-A* (tretinoin) can partially 
reverse abnormal keratinization 
and reduce the adhesiveness of 
horny cells within the follicle; 
thus by keeping the follicle 
clear, Retin-A decreases the ac- 
cumulation of sebum, which 
inherently inhibits both the pro- 
liferation of P. acnes and the 
production of free fatty acids. 





so specific 


SO SPECIFIC, IT'S EFFECTIVE ALONE 








of treatment with Retin-A 0.0196 Gel. There was: 


A 6696 reduction in papules 
A 6896 reduction in pustules 
A 7196 reduction in comedones 


Discontinuance due to erythema, irritation 
and peeling was only 1.5% 


"TRADEMARK 
t Data on file, Dermatological Division, Ortho Pharmaceutical Corporation. 


i Concomitant topical medication should be used with caution because of possible 
interaction with tretinoin. Particular caution should be exercised in using preparations 
containing peeling agents (such as sulfur, resorcinol, benzoyl peroxide, or salicylic 
acid) with Retin-A. It also is advisable to “rest” a patient's skin until the effects of peeling 
agents subside before use of Retin-A is begun. 


„can be — 
so versatile. 





SO VERSATILE, IT CAN BE | 
USED EFFECTIVELY WITH ADJUNCTS: 


Retin-A* and benzoyl 
peroxide 


“Many patients with moderate 
to severe inflammatory acne may 
benefit from sequential treatment 
with tretinoin and benzoyl per- 
oxide. This regimen combines 
the comedolytic properties of tre- 
inoin with the antibacterial effect 
of benzoyl peroxide and, in 
many patients, obviates the need 
or systemic antibiotics." 

The efficacy of benzoyl perox- 
de in 5% and 10% concentrations 
ippears to increase when used 
with tretinoin? 
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Retin-A* and topical 
antibiotics 

Tretinoin is clinically effective 
in inflammatory acne, particularly 
when combined with antimi- 
crobial therapy?? 


References: 1. Shalita AR, et al: Dermatol 2:52, 
December 1979. 2. J Invest Dermatol 73:(no. 5):439, 
1979. 3. Mills OH, Kligman AM: Acta Derm Venereol 
58:555, 1978. 


Retina 


(tretinoin) 
Gel 0.01% /Cream 0.05% 








Retin-A Gel 0.01% 
Available in an economical 45 gram tube, 
as well as the original 15 gram tube. 


Retin-A Cream 0.05% 
Available in tubes of 20 grams and 
45 grams. 


Also available as: 

Retin-A Gel 0.025%, tubes of 15 and 
45 grams 

Retin-A Cream 0.1%, tubes of 20 grams 
Retin-A Liquid 0.05%, amber bottles of 
28 ml 


Before prescribing, please consult complete 
Mem information, a summary of which 
ollows: 
Indications: RETIN-A is indicated for topical 
application in the treatment of acne vulgaris, 
primarily grades I, II, and III in which come- 
dones, papules, and pustules predominate. It 
is not effective in most cases of severe pus- 
tular and deep cystic nodular varieties (acne 
conglobata). 
Contraindications: Use of the product 
should be discontinued if hypersensitivity to 
any of the ingredients is noted. 
Warnings: Recent studies in hairless albino 
mice suggest that tretinoin may accelerate the 
tumorigenic potential of ultraviolet radiation. 
Although the significance to man is not clear, 
patients should avoid or minimize exposure 
to sun. Concomitant topical medication 
should be used with caution because of 
possible interaction with tretinoin. Particular 
caution should be exercised in using prepara- 
tions containing peeling agents (such as sulfur, 
resorcinol, benzoyl peroxide, or salicylic acid) 
with RETIN-A. It also is advisable to “rest” a 
patients skin until the effects of peeling agents 
subside before use of RETIN-A is begun. 
Exposure to sunlight, including sunlamps, 
should be minimized during the use of 
RETIN-A and patients with sunburn should be 
advised not to use the product until fully 
recovered because of heightened suscep- 
tibility to sunlight as a result of the use of 
tretinoin. Patients who may be required to 
have considerable sun exposure due to oc- 
cupation and those with inherent sensitivity 
to the sun should exercise particular caution. 
Use of sunscreen products and protective 
clothing over treated areas may be prudent 
when exposure cannot be avoided. Other 
weather extremes, such as wind or cold, also 
may be irritating to patients under treatment 
with tretinoin. RETIN-A should be kept away 
from the eyes, the mouth, angles of the nose, 
and mucous membranes. Topical use may 
induce severe local erythema and peeling at 
the site of application. If the degree of local 
irritation warrants, patients should be directed 
to use the medication less frequently, discon- 
tinue use temporarily, or discontinue use 
altogether. Tretinoin has been reported to 
cause severe irritation on eczematous skin 
and should be used with utmost caution in 
patients with this condition. 
Precautions: Medicated or abrasive soaps 
and cleansers, soaps and cosmetics that have 
a strong drying effect, and products with high 
concentrations of alcohol, astringents, spices, 
or lime should be used with caution because 
of possible interaction with tretinoin. If medi- 
cation is applied excessively, no more rapid 
or better results will be obtained and marked 
redness, peeling, or discomfort may occur. 
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i Introducing 





New Head & Shoulders 











% improvement in scalp condition 
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Orentreich, N., et al. : Comparative study of two antidandruff 
preparations, J. Pharm. Sci. 58 :1279 (Oct.) 1969. 
*Head & Shoulders without active ingredient. 


Proven 
therapeutic 
effectiveness... 


now available 
in two formulas 





Regular 


MOnditioning Formula . 
b Formula 


for Extra Manageability 


Conditioning Shampoo 


For the extra 
manageability 
some patients want 


New Head & Shoulders conditioning 
formula leaves hair even more manageable 
than regular Head & Shoulders. 

So hair is easier to comb when it's wet, 
easier to style when it's dry. Static flyaway is 
controlled and hair is left generally healthy 
looking —all without sacrificing therapeutic 
effectiveness. 


For unbeatable 
dandruff control 


New Head & Shoulders conditioning 
formula is every bit as effective as regular 
Head & Shoulders. Together, they share an 
unsurpassed record of clinical effectiveness 
equal to that of the leading Rx shampoo. 

In a trial of Head & Shoulders, a 2.596 
selenium sulfide suspension and a placebo 
(Head & Shoulders without its active 
ingredient), Head & Shoulders proved to be as 
effective as the leading Rx shampoo in the 
treatment of seborrheic dermatitis. 


Priced for compliance 


Head & Shoulders conditioning formula is 

just as low priced as Head & Shoulders regular 
formula. And that could mean a substantial 
savings over other dandruff treatment 
shampoos. 


Enco regular use for 
sustained control of dandruff 
and seborrheic dermatitis 


© 1980 BY PROCTER & GAMBLE HSQ-300 


Exudation 


Weeping, scaly lesions—especially in 
hairy areas—can frustrate many forms of 
topical therapy. But Topsyn” Gel has a low 
surface tension which promotes thorough 
dispersion, allowing its potent steroid to 
reach the site of inflammation and 
provide prompt symptomatic relief. A 
prudent choice for the inflammatory 
manifestations of steroid-responsive le- 
sions in problem areas, especially those 
with a thickened stratum corneum. 


Topsyn 


(fluocinonide) 


Gel oos% 


Potency for 
problem 


areas. 
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LIDEX’-E (fluocinonide) 
Cream 0.0596 


Description LIDEX-E cream 0.05% contains the ac- 
tive compound fluocinonide. Fluocinonide, which is 
the 21-acetate ester of fluocinolone acetonide, has 
the chemical formula 6a, 9-difluoro-118, 16a, 17, 21- 
tetrahydroxypregna-1l, 4-diene-3, 20-dione, cyclic 
16, 17-acetal with acetone, 21-acetate. 


LIDEX-E cream contains fluocinonide 0.5 mg./g. in 
a water washable aqueous emollient base of stear- 
yl alcohol, cetyl alcohol, mineral oil, propylene 
glycol, sorbitan monostearate, polysorbate 60, citric 
acid and purified water. 


Indications Inflammatory manifestations of corti- 
costeroid-responsive dermatoses. 


Contraindications Topical steroids are contraindi- 
cated in patients with a history of hypersensitivity 
to any of the components of the preparation. 


Precautions |f irritation develops, discontinue the 
cream and institute appropriate therapy. 


In the presence of an infection, institute use of an 
appropriate antifungal or antibacterial agent. If a 
favorable response does not occur promptly, dis- 
continue the corticosteroid cream until the infec- 
tion has been adequately controlled. 


If extensive areas are treated or if occlusive tech- 
nique is used, there will be increased systemic 
absorption of the corticosteroid and suitable pre- 
cautions should be taken, particularly in children 
and infants. 


The safety of topical steroids in pregnant women 
has not absolutely been established. In laboratory 
animals, increases in incidences of fetal abnor- 
malities have been associated with exposure of 
gestating females to topical corticosteroids, in some 
cases at rather low dosage levels. Therefore, drugs 
of this class should not be used extensively on 
pregnant patients, in large amounts or for pro- 
longed periods of time. 


LIDEX'-E (fluocinonide) cream is not for ophthal- 
mic use. 


Adverse Reactions Local adverse reactions re- 
ported with topical corticosteroids: burning, itch- 
ing, irritation, dryness, folliculitis, hypertrichosis, 
acneform eruptions, hypopigmentation, perioral 
dermatitis, allergic contact dermatitis, maceration 
of the skin, secondary infection, skin atrophy, striae, 
miliaria. 

Dosage and Administration A small amount should 
be gently massaged into the affected area three 
or four times daily, as needed. 


How Supplied LIDEX-E Cream 0.05%—15, 30, 60, 
and 120g. tubes. 
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While every precaution is taken to ensure accuracy, we cannot quarantee 
against the possibility of an occasional change or omission in the preparation 
of this inder. 
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| uniform dispers 'oughout th 
| Smooth textured gel easy to apply, encourages pc ent compliance. - 
.. * 24 month shelf life * Fragrance-free for cosmetic bility - 





: DESCRIPTION: benzac? w 5 contains 5% benzoyl peroxide; PRECAUTIONS: FOR EXTERNAL USE ONLY. Avoid contact with 
benzac® w 10 contains 10% benzoyl peroxide; in a gel base the eyes, eyelids and other mucous membranes. May bleach 
containing dioctyl sodium sulfosuccinate, edetate disodium, hair and colored fabrics. 
poloxamer 182, carbomer 940, propylene glycol, silicon HOW SUPPUED: benzac® w 5, 60 gram tubes 
dioxide, and purified water. May also contain citric acid and/or —_————NDC 0299-3600-01 
sodium hydroxide to adjust pH. 

CONTRAINDICATIONS: Not to be used by patients having oe een en 
known sensitivity to benzoyl peroxide or any other ingredients 


of the preparations. For full prescribing information, see package insert. 


Bi Owen Owen Laboratories, Dallas, Texas 75234 Division of Alcon Laboratories, Inc. 





New evidence confirms 

Westcort® (hydrocortisone valerate) 
provides dramatic improvement 
within the first 3 days. 


Clinical Study Shows Rapid and Progressive Relief of Symptoms of 
Atopic Dermatitis. 


Reduction in Severity of Symptoms with Westcort 
(100% = disappearance of symptom) 


Days of Treatment 





3 7 14 
(n = 48) (n = 52) (n = 54) 
Pruritus 62% 87% 90% 
Erythema 73% 87% 89% 
Scaling 63% 83% 92% 
Papulation 53% 75% 84% 
Lichenification 50% 73% 84% 
Vesiculation 86% 92% 91% 


Study Design: Two independent investigators evaluated the effec- 
tiveness of Westcort 0.2%, applied twice daily for 2 weeks, in patients 
with atopic dermatitis. Subjects studied included 34 males and 32 
females, from 4 months to 22.8 years of age (mean age 4.5 years). 
After the initial evaluation, the patients were seen in the clinic 3, 7, 
and 14 days after initiation of the treatment. 


Westcort? animals to topical corticosteroids has been associated with 


fetal abnormalities. 
(HYDROCORTISONE VALERATE) CREAM, 0.2% Adverse Reactions: (for topical steroids; especially with 


Indications: Westcort Cream is intended for the relief of the — occlusion): Burning, itching, irritation, dryness, folliculitis, 
inflammatory manifestations of corticosteroid-responsive —— hypertrichosis, acneiform eruptions, hypopigmentation, peri- 
dermatoses. oral dermatitis, allergic contact dermatitis, maceration of 
Contraindications: In those patients with a history of Skin, Secondary infection, skin atrophy, striae, miliaria. 

hypersensitivity to any of the components (see ingredients). Ingredients: Hydrocortisone Valerate (0.2%), white petro- 


Precautions: If irritation develops, discontinue and institute —— latum. steary! alcohol, propylene glycol, amphoteric-9, 
bacterial agent with infections. Discontinue use if infection  S0!bic acid, water. 

persists. With large areas or occlusion use suitable pre- How Supplied: Westcort (hydrocortisone valerate) Cream, 
e Caution for systemic effects due to absorption. Safe use in 0.2%, is supplied in 15 g., NDC 0072-8100-15; 45 g.. 
pregnancy has not been established. Exposure of gestating NDC 0072-8100-45; and 60 g., NDC 0072-8100-60 tubes. 


(HYDROCORTISONE VALERATE) 


LUIESTLUOOD® 


PHARMACEUTICALS INC. 
Buffalo, New York 14213 
in Canada, Belleville, Ontario KBN5E9 


©1980 W.P. Inc. 





Published b) we American Medical Association April 1981. 
Volume 117, Number 4 
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works well in your office... 





NEOSPORIN Ointment 


(polymyxin B-bacitracin-neomycin) 
Each gram contains: Aerosporin® (Polymyxin B Sulfate) 5,000 units, bacitracin zinc 400 units, neomycin sulfate 5 mg 
(equivalent to 3.5 mg neomycin base); special white petrolatum qs; in tubes of 1 oz and 1/2 oz and 1/32 oz (approx.) foil packets. 


works just as well in their homes. 


e It's effective therapy for 
abrasions, lacerations, open 
wounds, primary pyodermas, 
secondarily infected 
dermatoses. 


e It provides broad-spectrum 
overlapping antibacterial 
effectiveness against common 
susceptible pathogens, 
including staph and strep. 





e It helps prevent topical 
infections, and treats those that 
have already started. 


e It contains 
three antibiotics 
that are 

rarely used 
systemically. 


e It is convenient to 
recommend without a 
prescription. 


NEOSPORIN:Ointment—for the office, for the home. 


(polymyxin B-bacitracin-neomycin) 


Effective « Economical « Convenient » Recommendable 


Each gram contains: Aerosporin® (Polymyxin B Sulfate) 
5.000 units, bacitracin zinc 400 units, neomycin sulfate 
5 mg (equivalent to 3.5 mg neomycin base); special white 
trolatum qs: in tubes of 1 oz and 1/2 oz and 1/32 oz 
approx.) foil packets. 
WARNING: Because of the potential hazard of nephro- 
toxicity and ototoxicity due to neomycin, care should be 
exercised when using this broduct in treating extensive 
burns, trophic ulceration and other extensive conditions 
where absorption of neomycin is possible. In burns 
where more than 20 percent of the body surface is 
affected, especially if the patient has impaired renal 
function or is receiving other aminoglycoside anti- 
biotics concurrently, not more than one application a 
day is recommended. 


When using neomycin-containing products to control 
secondary infection in the chronic dermatoses, it 
should be borne in mind that the skin is more liable 
to become sensitized to many substances, including 
neomycin. The manifestation of sensitization to 
neomycin is usually a low grade reddening with swelling, 
dry scaling and itching; it may be manifest simply as a 
failure to heal. During long-term use of neomycin- 
containing products. periodic examination for such 
signs is advisable and the patient should be told to 
discontinue the product if they are observed. These 
symptoms regress quickly on withdrawing the medica- 
tion. Neomycin-containing applications should be 
avoided for that patient thereafter. 


PRECAUTIONS: As with other antibacterial prepara 
tions, prolonged use may result in overgrowth of non 
susceptible organisms, including fungi. Appropriat« 
measures should be taken 1f this occurs. 

ADVERSE REACTIONS: Neomycin is a not un 
common cutaneous sensitizer. Articles in the curren 
literature indicate an increase in the prevalence o 
persons allergic to neomycin. Ototoxicity and nephro 
toxicity have been reported (see Warning Section). 
Complete literature available on request from Profes 
sional Services Dept. PML. 


Burroughs Wellcome Co. a 
Research Triangle Park Fees 


Wellcome North Carolina 27709 
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-The choice of an 
antifungal becomes clear. 


e Fast Symptomatic Relief—wvithin Contraindications: MICATIN has no known 


/2 hours for most patients. contraindications. 
Precautions: if a reaction suggesting sensitivity or 


e low Relapse Rate——in t. pedis, 9096 chemical irritation should occur, use of the medication 





remained clear after one month of AOUE DO pease whe ad 

S For external use only. Avoid introduction of MICATIN 
follow up : (miconazole nitrate 296) into the eyes. 
e Economical—one prescription is Adverse Reactions: There have been isolated reports 
usual ly enough. of irritation, burning and maceration associated with 

application of MICATIN. 

e [he Lar gest Tube Size Available— Caution: Federal law prohibits dispensing without a 
85 grams. prescription. 


e Highly Effective—common dermato- 
Cream/ 


e I 
TRADEMARK Lotion 


(miconazole nitrate 2%) 


The Reliability of Miconazole... 
MICATIN makes it clear. 





ORTHO PHARMACEUTICAL CORPORATION 


1 
- EI " 
DERMATOLOGICAL DIVISION . 
Raritan, New Jersey 08869 “Wy 
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Why wait an hour for 
— effective sun protection? - 





SUN PROTECTION i, 5 TO SUN PROTECTION M 5 


TW ECLIPSE 


SUNSCREEN LOTION Ultra protection against 





Dm uo rotection against sunburn. Permits you to stay in 
sunburn. Permits you to stay in the sun fiftee on times longer 
the sun fifteen times longer than without sun protection. 
than without sun protection. Contains PABA esters. 

1 : . Contra ti ag Prevents sunburn and tanning. 

SR : ^oolina, unscented tormula. 
Ei s'ai Prevents sunburn suo c ning. Effe ctive immediately upon 

E | Moisturizes hems n i application. Resists washoff je 14 
" 2 : Effective immediately upo from swimming and = Y - 
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. Total Eclipse Sünscreed Lotion SPF 15 


y ¢ 


'- gives immediate full spectrum protection. 
- e Protection when you need it. ^ » Moisturizing, elegant formula. 
EC _*.- Proven to have an SPF of 15 three minutesafter . ^ ^ Patients will enjoy using this nonBreasy 
E ES irem. No need to wait an hour before exposure ~ noncomedogenic lotion, — 
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Sa sun protection av ailable. - en .. Noncomedogenic, fast-drying formula ideal Mr 
< -Total Eclipse absorbs 99.6% of UVB and-55.5% UVA. ~ -~ acne or oily-skinned MERE 

- i PCM means protectior extends beyond the sunburn. - S 
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Indication: MECLAN Cream is indicated for topical 
application in the treatment of acne vulgaris. 
Contraindications: MECLAN is contraindicated in 
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its ingredients or to any of the other tetracyclines. 
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Dosage and Administration: It is recommended 
that MECLAN be applied to the affected area twice 
daily, morning and evening. Less frequent applica- 
tion may be used depending on patient response. 
Excessive use of MECLAN Cream may cause staining 
of some fabrics. 

How Supplied: MECLAN (meclocycline sulfo- 
salicylate) Cream 196 is supplied in 20 gram sealed 
tubes. 

DERMATOLOGICAL DIVISION = ORTHO 
ORTHO PHARMACEUTICAL 
CORPORATION 


Raritan, New Jersey 08869 © oPc 1981 
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SURGERY 


WHICH TREATMENT MODALITY 
FOR SOLAR KERATOTIC LESIONS ? 
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THE CASE FOR SURGERY | THECASE FOR EFUDEX 


When solar keratotic lesions are easily 
accessible, isolated and limited in number, 
surgery may be an appropriate treatment 
method. 

Depending upon the surgical procedure 
employed, the healing period may be shorter 
than with topical chemotherapy. 

May be used when topical treatment is 
contraindicated. 

High success rate. 


(fluorouracil/Roche) 
Effective treatment for multiple solar 


keratotic lesions in widespread areas and 
difficult treatment sites. 


Selectively destroys lesions with minimal 


effect on normal adjacent skin.' 


Seeks out and uncovers clinically 


undetectable lesions in surrounding skin." 


Scarring is minimal or absent; softness, 


normal texture and color of skin are usually 
restored.? 


Less expensive than surgery; therefore 


Efudex therapy i IS an economical as well as an 
acceptable alternative for patients with solar 
keratotic lesions. 


When making your decision, consider the advantages of Efudex: 


(fluorouracil/Roche) 


e Uncovers and eradicates subclinical lesions 
as well as those clinically evident 

e Leaves little or no scarring 

e Cosmetically gratifying 

e Effective and efficient for multiple lesions and 
difficult treatment sites unsuitable for surgery 

e Complete healing in one to two months after therapy 

* More economical than surgery 


REFERENCES: 


1. Cullen SI: J Am Geriatr Soc 27:529-535, Dec 1979 


2. Data on file, Medical Department, Hoffmann-La Roche Inc., Nutley, New Jersey 07110 





Before prescribing, please consult complete product information, 


a summary of which follows: 


^ Indications: Multiple actinic or solar keratoses. In 5% strength, superficial 
basal cell carcinoma when conventional methods are impractical, such as 
with multiple lesions or difficult treatment sites. Establish diagnosis before 
treating, as this method has not been proven effective in other types of basal 
cell carcinomas. Conventional techniques preferred for isolated, easily 


accessible lesions, as success rate is nearly 100% 


Efudex is about 93% 


Success rate with 


Contraindications: Patients with known hypersensitivity to any of its 


components 


Warnings: |f occlusive dressing is used, may increase inflammatory 
reactions in adjacent normal skin. Avoid prolonged exposure to ultraviolet 


rays. Safe use in pregnancy not established 


['wice daily for 2 to 4 weeks 


Efude 











& 590 Cream 


2% &» 5% 


Solutions 


Precautions: |f applied with fingers, wash hands immediately Apply with 
Care near eyes, Nose and mouth. Solar keratoses failing to respond should 
be biopsied. Warn patients that treated area may be unsightly during 
therapy and sometimes for several weeks after Perform follow-up biopsies in 
superficial basal cell carcinoma 

Adverse Reactions: Local—pain. pruritus, hyperpigmentation and burning 
at application site most frequent. also dermatitis, scarring. soreness 
tenderness, suppuration, scaling and swelling. Also reported —insomnia 
Stomatitis, irritability, medicinal taste. photosensitivity, lacrimation 
telangiectasia, leukocytosis, thrombocytopenia, toxic granulation and 
eosinophilia 

Dosage and Administration: When Efudex is applied erythema occurs 
then vesiculation. erosion, ulceration. necrosis, epithelization Actinic or 
solar keratosis —apply sufficient quantity to cover lesions, twice daily Usual 
length of therapy is 2 to 4 weeks. Superficial basal cell carcinomas — apply 
sufficient quantity (only 5% strength recommended) to cover lesions 
twice daily Continue treatment for at least 3 to 6 weeks. but possibly as long 
as 10 to 12 

How Supplied: Solution, 10-ml drop dispensers containing 2% or 5% 
fluorouracil on a weight/weight basis. Cream. 25-Gm tubes containing 5% 
fluorouracil in a vanishing cream base 


ROCHE LABORATORIES 
Division of Hoffmann-La Roche Inc 
(8 


Nutley, New Jersey 07110 


fluorouracil Roche 


EFFECTIVE TOPICAL THERAPY FOR SOLAR KERATOTIC LESIONS 
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SOAP 14 


Landmark comparative soap-irritancy test proves DOVE "in a class by itself. (e 
Superior to over 15 well-known soap brands. Superior even to the *mildest" soaps. 
Reason: DOVE is not a soap. Unlike soaps (which are all markedly alkaline), 
DOVE is a neutral cleansing bar. Has a pH of 7. Is 25% moisturizer. And 0% alkali. 
Thus it cannot strain the skin's natural buffering capacity. Cannot harm normal 
or damaged skin. Authoritative laboratory and clinical tests prove it.” 
Recommend DOV E with confidence. An ideal adjunct for treatment of commonly 
seen dermatoses. For infants, children, adults, the aged. For normal skin, too. 
1. Frosch PJ, Kligman AM: J Am Acad Dermatol 1:35, 1979. 2. Monograph of laboratory and clinical studies available on request? 
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VOLUME I, NUMBER I SPECIAL EDITION 


Findings Announced 


CYCLOCORT Amcinonide 


consistently effective intreatmen 


of steroid-responsive dermatose: 


The Verdict: 
CYCLOCORT 
Cream 0.1% 
demonstrates 
outstanding efficacy 
in the most 
frequently seen 
dermatoses 


In the largest open trial* ever 
conducted for a topical cortico- 
steroid, 187 dermatologists 
throughout the country treated 
2,260 patients with CYCLO- 
CORT, either b.i.d. or t.i.d., for 
a mean of 20 days. A total of 
1,976 patients completed a 
course of therapy and were eval- 
uable— with the following phy- 
sician-rated results: 





Note: Overall improvement was 
assessed using the following scale: 
1) Cleared— complete cure obtained; 
(2) Excellent —Symptoms significantly 
decreased (>/75% improvement); 
(3) Good — Symptoms considerably 
 milder (25076 improvement); (4) Fair— 
Symptoms slightly decreased (72596 
improvement); (5) Poor— Symptoms 
very slightly decreased (<25% improve- 
ment); (6) No effect—Symptoms 
unchanged; (7) Exacerbation—Symp- 
toms worse. | 





request). ^ ^ - 


When patients were asked 
evaluate therapeutic resul 
their ratings were remarkat 
similar to those of physiciai 
Approximately 80% of the tc 
study population noted good 
excellent response to treatm 
of dermatitis-associated ra: 
itching, burning and pain. C 
tact and seborrheic dermat 
were the most favorably ra 
diagnoses, each receiving ab 
90% good or excellent | 
sponses, and only about 3% p: 
responses. 
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THE VERDICT: : 
CYCLOCORT NOTAB) 
EFFECTIVE 
IN PSORIASIS 


Psoriasis was the single m 
commonly evaluated dermatc 
during the trial, affecting 21. 
of patients. Even for this di 
cult-to-treat condition, inve 
gators noted clearing or good- 
excellent response in over 6 
of cases and fair, good, exeell 


pe Cleared, excellent or good 
A Fair 


ES Poor, no effect or exacerbation 


"Dataon file, Medical Department, Lederle Labora- _ 
tories (complete report of study available upon - 
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ted fair, good, or excellent 
sponse in almost 90% of psori- 
IS cases. 





The Verdict: 
"YCLOCORT 


Amcinonide 
use resulted in 
>w drug-related 


side effects 


de effects during the study 
're infrequent in incidence and 
nerally mild in nature. Burn- 
g or stinging were the most 
mmon adverse experiences, 
iking up more than half of 
sorted side effects. Pruritus 
d soreness were the only other 
»orted side effects noted in five 
more instances. 


[otal patients 2.260 
reated 

lotal side effects. ` 55 
eported 

lota! patients with 40 


ide effects 


2ercent of patients 1.8% 
with side effects 
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THE VERDICT: 
CYCLOCORT FOUND 
HIGHLY ACCEPTABLE 
BY PATIENTS 


The impressive therapeutic 
results achieved with CYCLO- 
CORT were accompanied by 
excellent patient compliance and 
a high degree of acceptance. The 
vast majority of subjects found 
CYCLOCORT to be soothing, 
easy to apply, non-staining, and 
without significant burning, 
itching, stinging, or soreness on 
application. Patient responses to 
questions concerning various 
properties of CYCLOCORT are 
summarized in the following 


table: 





PATIENT EVALUATION RESULTS 


Was the 
medication 
soothing? 


Did it cause 
burning? 


Did it cause 
itching? 


Did it cause 
soreness? 


Did it cause 
stinging? 


Was it greasy? 


Was it easy 
to apply? 


Did it stain 
clothes? 


Did it stain 
skin? 
Did it rub in 
well? 


' 


{These percentages do not add up to 100% 
because of small numbers of patients not 
responding to specific questions 


Percentage Response + 
No 
No Yes Opinion 


86 886 12 
9571 ASAE 
96D f3^312 


127 840 14 


Please see last page of advertisement for 44 


full prescribing information. 
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B.LD. Therapy 


Efficacy demonstrated using 
convenient, economical twice-a- 
day regimen—for patients with 
eczematous dermatoses: 


Rapid Relief 


Clinical studies show early, 
consistent response rates in 
a full range of steroid re- 
t sponsive dermatoses’ 















DESCRIPTION 0.1% topical cream 
with AQU ATAIN"* hydrophylic base. 


Each gram of CYCLOCORT topical 
cream contains | mg (0.1%) of the active 
steroid, amcinonide in AQUATAIN, à 
specially formulated base com- 

posed of emulsifying wax 

NF, isopropyl palmitate, 
glycerin USP, sorbitol 
solution USP, lactic 
. acid, 2% benzyl 
alcohol and 
purified 


water. 


t 
E 
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CYCLOCORT. 


eam (0.1% u 





these important benefits 
warrant your investigation 


HIGH 
VASOCONSTRICTIVE 
ACTIVITY 


demonstrated in skin- 
blanching comparisons with 
leading topical corticosteroids” 


Amcinonide 


ith AQUATAIN* Hydrophilic Bc 











OUTSTANDING 
EFFICACY IN 
PSORIASIS 


Shown highly effective for tre: 
ment of psoriasis In more than. 
clinical studies” 








ACTION Topical steroids are primarily effec- 
tive because of their anti-inflammatory, anti- 
pruritic, and vasoconstrictive actions. 


INDICATIONS For relief of the inflammatory 
manifestations of corticosteroid-responsive 
dermatoses. 


CONTRAINDICATIONS Topical steroids are 
contraindicated in those patients with a history 
of hypersensitivity to any of the components of 
the preparation. 


PRECAUTIONS If irritation develops, the 
product should be discontinued and appropriate 
therapy instituted. 


In the presence of an infection the use of an 
appropriate antifungal or antibacterial agent 
should be instituted. If a favorable response 
does not occur promptly, the corticosteroid 
should be discontinued until the infection has 
been adequately controlled. 


If extensive areas are treated or if an occlusive 
technique is used there will be increased sys- 
temic absorption of the corticosteroid and suit- 
able precautions should be taken, particularly in 
children and infants. 


Although topical steroids have not been 
reported to have an adverse effect on human 
pregnancy, the safety of their use in pregnant 
women has not absolutely been established. In 
laboratory animals, 
fetal abnormalities have been associated with 
exposure of gestating females to topical corti- 
costeroids, in some cases at rather low dosage 
levels. Therefore drugs of this class should not 
be used extensively on pregnant patients, in 
arge amounts, or for prolonged periods of time. 


The product is not for ophthalmic use. 


ADVERSE REACTIONS The following 
local adverse reactions have been reported 
— with topical corticosteroids, especially 
b under occlusive dressings: burning. 
E bing. irritation, dryness, folliculitis, 
hypertrichosis, acneiform eruptions, 
BBopigmentation, perioral dermatitis, 


in, secondary infection, skin atro- 
str iae and miliaria. 


increases in incidence of 


Bcontact dermatitis, maceration of 


DOSAGE AND ADMINISTRATION App 
light film to affected areas 2 or 3 times da 
The cream should be rubbed in gently and th 
oughly until it disappears. 


HOW SUPPLIED 0.1% Topical Cream Ava 
ble in 15 and 60 Gram tubes. REV.9 








Unique Aquatai 


Base 


3% water, tv 





Contains 74. 
humectants 


* Trademark American Cyanamid Company 


TNote: Although many investigators believe vasoc 
strictor activity studies offer an indication of potet 
clinical anti-inflammatory efficacy, no definite correla 
has been proven. 

1. Rosenberg, EW: Cutis 24:642-645. Dec.. 1979 2. í 
on file. Medical Department. Lederle Laborator 
3. Woodford. R and Haigh. JM: Curr. Ther. Res 
(3)301.310. Sept.. 1979 





Lederle 


LEDERLE LABORATORIES 


A Division of American Cyanamid Cine: 
Wayne, New Jersey 07470 


© 1981 Lederle Laboratories 


When the profile suggests neomycin sensitivity, 





OLYS PORIN Ointmen 


(polymyxin B-bacitracin) 





...is uncommonly good treatment 
for common skin problems 


T Polysporin® Ointment 
rarely induces sensitization 
and may be used routinely 


v Highly effective in 
vitro* against common 
dermatologic pathogens 


ï Polymyxin B is active 
against susceptible 
gram-negative bacteria 









w Bacitracin is active 
against susceptible 
gram-positive organisms 


“In vitro data do not necessarily correlate with in vivo results. 


UNCOMMONLY GOOD IN YOUR Pi 


Polysporin® Ointment (Polymyxin B-Bacitracin ) 
DESCRIPTION: Each gram contains: Aerosporin* (Polymyxin B Sulfate) 
10,000 units, bacitracin zinc 500 units, special white petrolatum qs. 
ACTIONS: Polymyxin B is one of a group of closely related substances pro- 
duced by various strains of Bacillus polymyxa. Its activity is sharply restricted 
to gram-negative bacteria, including many strains of Pseudomonas 
aeruginosa. 

Bacitracin, an antibiotic substance derived from cultures of Bacillus subtilis 
(Tracy), exerts antibacterial action in vitro against a variety of gram-positive 
and a few gram-negative organisms. 

INDICATIONS: Therapeutically (as an adjunct to systemic therapy when indi- 
cated), for topical infections, primary or secondary, due to-sus- 
ceptible organisms, as in: * infected burns, skin grafts, surgi- 
aeons otitis externa * primary pyodermas (impetigo, 


rmatoses (eczema, herpes, and seborrheic dermatitis) 





Burroughs Welicome Co. 
Research Triangle Park 
dum, sycosis vulgaris, paronychia) * secondarily infect- Wellcome / North Carolina 27709 
e 





Ww For therapeutic 
treatment of topical 
infections due to 
susceptible organisms, and 
prophylactic treatment to 
help prevent bacterial 
contamination in minor skin 
lesions ( please see 
INDICATIONS section in 
the brief summary below) 


\ No Rx needed—you 
can recommend it 


S 


E 


p 


* traumatic lesions, | 
Propbylactically, tk 

tion in burns, skin gra 

minor cuts and wounds accidental 

velopment of infection and permit woun d healing, 

CONTRAINDICATIONS: This product is: contraindicated in those individuals 

who have shown hypersensitivity to any of its components. 

PRECAUTIONS: As with other antibiotic preparations, prolonged use may 

result in overgrowth of nonsusceptible organisms, including fungi. Appropri- 

ate measures should be taken if this occurs. — 

DOSAGE AND ADMINISTRATION: Apply a small quantity to the affected 

area 2 to 5 times daily, depending on the severity of the 

condition. May be left exposed or covered with a dressing, 

as indicated. 

HOW SUPPLIED: Convenient, disposable, single-use foil 

packet of 1/32 oz (approx. ), box of 144; tubes of 1/2 and 1 oz. 


its use jc prevent the de- 
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NEW CLINICAL 





In the treatment of impetigo- 
* 10096 cure rate with 


i Cloxacilin sodium) 


- only a 60% cure rate with penicillin V-K 





As seen on 
admission 
therapy 





After one week 
of penicillin V-K 








Two weeks after 
initiation of 
TEGOPEN therapy 


Treatment failure was judged to have occurred when lesions increased in size and/or number during 
the initial week of treatment with penicillin V-K. No treatment failures occurred with Tegopen. 


*Data on file, Bristol Laboratories. 


Brief Summary of Prescribing Information 


TEGOPEN® 
(cloxacillin sodium) 
Capsules and Oral Solution 


For complete information, consult Official Package Circular. 


INDICATIONS: 
Although the principal indication for cloxacillin sodium is in the treatment of infections due to 
penicillinase-producing staphylococci, it may be used to initiate isla in such patients in 
whom a staphylococcal infection is suspected. (See Important Note below.) 
Bacteriologic studies to determine the causative organisms and their sensitivity to cloxacillin 
sodium should be performed. 


(12) 9/11/75 


IMPORTANT NOTE 

When it is judged necessary that treatment be initiated before definitive culture and sensitivity 
results are known, the choice of cloxacillin sodium should take into consideration the fact that it 
has been shown to be effective only in the treatment of infections caused by pneumococci, 
Group A beta-hemolytic streptococci, and. penicillin G-resistant and penicillin G-sensitive 
staphylococci. If the bacteriology report later indicates the infection is due to an organism other 
than ed cn G-resistant staphylococcus sensitive to cloxacillin sodium, the physician is 
advised to continue therapy with a drug other than cloxacillin sodium or any other penicillinase- 
resistant semi-synthetic penicillin. 


Recent studies have reported that the percentage of staphylococcal isolates resistant to 
penicillin G outside the hospital is increasing, approximating the high percentage of resistant 
staphylococcal isolates found in the hospital. For this reason, it is recommended that a 
penicillinase-resistant penicillin be used as initial therapy for any suspected staphylococcal 
infection until culture and sensitivity results are known. 

Cloxacillin sodium is a compound that acts through a mechanism similar to that of methicillin 
against penicillin G-resistant staphylococci. Strains of staphylococci resistant to methicillin 
have existed in nature and it is known that the number of these strains reported has been 
increasing. Such strains of staphylococci have been capable of producing serious disease, in 
some instances resulting in fatality. Because of this, there is concern that widespread use of the 
penicillinase-resistant penicillins may result in the appearance of an increasing number of 
staphylococcal strains which are resistant to these penicillins. 

Methicillin-resistant strains are almost always resistant to all other penicillinase-resistant 
bri be (cross-resistance with cephalosporin derivatives also occurs frequently). 

esistance to ex penicillinase-resistant penicillin should be interpreted as evidence qf clinical 
resistance to all, in spite of the fact that minor variations in in vitro sensitivity may be 
encountered when more than one penicillinase-resistant penicillin is tested against the same 
strain of staphylococcus. 


CONTRAINDICATIONS: 
A history of a previous hypersensitivity reaction to any of the penicillins is a contraindication. 
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| RESULTS OF ORAL THERAPY revealed a high 








All 14 healed, regardless of which 
antibiotic was administered. 





T HEISSEN DIS 


tEleven patients did not return for their one-week checkup. 
These were all called by telephone, and their families reported 


STUDY: 
DESCRIPTION/PROTOCOL 


e 102 nonselected subjects, with initial bacteri- 
ology as follows: 77% Staphylococcus aureus, 
9% mixed Staphylococcus aureus and Strep- 
tococcus pyogenes, and 1% beta-hemolytic 
Streptococcus. + 


e All patients were given randomized therapy— 
Tegopen capsules or oral solution, or penicillin 
V-K tablets or oral solution, in recommended 
dosages according to body weight. 


percentage of treatment failures with penicillin V - 
. potassium, but no failures with Tegopen. 


Staphylococcus aureus (78 patients) 39 39 | 
Returned to clinic at one week...................... MID NEAN Sem A 
Treatment failure at.one week ......................... O ues 18 (47.4%) | — 

Staphylococcus aureus and pes 

Streptococcus pyogenes (9 patients) 4 5 | 
Returned to clinic at one week essre ARDOR o nes Ere 
Treatment failure at OME week ........................... O scccncvsesnasavesseses 2 (40%) 

No initial bacterial growth (14 patients) 9 5 


Beta-hemolytic Streptococcus (1 patient) 








Given Tegopen® Given 


(cloxacillin sodium) penicillin V-K 














0 


the lesions had healed. One patient was dropped from the study, 
early, because of adverse reaction to medication. 


e All patients were evaluated after one week's 
therapy. If there was no improvement, therapy 
was switched to the other antibiotic. The 
“other antibiotic” proved to be Tegopen 100% 
of the time because no treatment failures had 
occurred with Tegopen. 


e A final assessment of progress was made two 
weeks after initiation of Tegopen therapy. 
fThe remainder, to equal 100%, consisted of 14 patients (13%) 


who exhibited no initial bacterial growth. These 14 were all 
healed, whether given Tegopen or penicillin V-K. 






(Cloxacllin Sodium) 


-effective t 


for staph infections 


herapy for 
of the skin and skin structures 


WARNING: 
Serious and occasionally fatal hypersensitivity (anaphylactoid) reactions have been reported 
in patients on penicillin therapy. Although anaphylaxis is more frequent following parenteral 
therapy it has occurred in patients on oral penicillins. These reactions are more apt to occur in 
individuals with a history of d to multiple allergens. 

There have been well documented reports of individuals with a history of penicillin 
hypersensitivity reactions who have experienced severe hypersensitivity reactions when 
treated with a cephalosporin. Before therapy with a penicillin, careful inquiry should be made 
concerning previous hypersensitivity reactions to penicillins, cephalosporins, and other 
allergens. If an allergic reaction occurs, the drug should be discontinued and the patient treated 
with the usual agents, e.g., pressor amines, antihistamines, and corticosteroids. 

Safety for use in pregnancy has not been established. 


PRECAUTIONS: 

The possibility of the occurrence of superinfections with mycotic organisms or other pathogens 
should be kept in mind when using this compound, as with other antibiotics. If superinfection 
occurs during therapy, appropriate measures should be taken. 

As with any potent drug, periodic assessment of organ system function, including renal, 
hepatic, and hematopoietic, should be made during long-term therapy. 

ADVERSE REACTIONS: 

Gastrointestinal disturbances, such as nausea, epigastric discomfort, flatulence, and loose 
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stools, have been noted by some patients. Mildly elevated SGOT levels (less than 100 units) have 
been reported in a few patients for whom pretherapeutic determinations were not made. Skin 
rashes and allergic symptoms, including wheezing and sneezing, have occasionally been 
encountered. Eosinophilia, with or without overt allergic manifestations, has been noted in 
some patients during therapy. 

USUAL DOSAGE: 


Adults: 250 mg. q.6h. 

Children: 50 mg./Kg./day in equally divided doses q.6h. Children weighing more than 20 Kg. 
should be given the adult dose. Administer on empty stomach for maximum absorption. 

N.B.: INFECTIONS CAUSED BY GROUP A BETA-HEMOLYTIC STREPTOCOCCI SHOULD BE 
TREATED FOR AT LEAST 10 DAYS TO HELP PREVENT THE OCCURRENCE OF ACUTE RHEUMATIC 
FEVER OR ACUTE GLOMERULONEPHRITIS. 


SUPPLIED: 
Capsules—250 mg. in bottles of 100. 500 mg. in bottles of 100. 
Oral Solution—125 mg./5 ml. in 100 ml. and 200 ml. bottles. 


® Bristol Laboratories 
BRISTOL Division of Bristol-Myers Company 
Syracuse, New York 13201 


Copyright © 1981, Bristol Laboratories 
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Now a product of 
DERMATOLOGICAL DIVISION 
ORTHO PHARMACEUTICAL 
CORPORATION 
Raritan, New Jersey 08869 


a Gohmonafohmen Company 


GRIFULVIN V 


TRADEMARK 


(GRISEOFULVIN MICROSIZE) 


The only griseofulvin available in 
both Tablets: 125 mg.,250 mg. and 500 mg. 
and Suspension: 125 mg./5 ml. 





Expand Your Horizons 
And Those of Your 


Nursing Home Patients 





This compilation of articles and memoranda is geared to 
further your understanding of your role in regard to: your 
nursing home patients; their families; and the nursing home 
staff. Published by the American Medical Association, The 
Medical Director in the Long-Term Care Facility is the 
only book of its kind. 


The Table of Contents includes: 


e Doctor s Role in the Nursing Home 

e Medical Direction in Long-Term Care Facilities 

e Role Relationships of the Medical Director 

e The Role of the Physician in Long-Term Care 
Facilities—The Administrator s Viewpoint 

e Federal Regulations and Proposed Duties for the 
Medical Director in the Skilled Nursing Facility 

e The Nursing Home's Medical Director— 
A New Breed of Mentor 


The Medical Director in the Long-Term Care Facility 
should help you to meet the nursing home problems which 
you encounter. Use the coupon to order this valuable 
compendium today. 
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Order Dept./OP-22 S/J 
American Medical Association 
P.O. Box 821/Monroe, WI 53566 
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! Please send... copy(ies) of THE MEDICAL DIREC- 
!  TORIN THE LONG-TERM CARE FACILITY, OP-22, at 
| $3.50 each. Enclosed is $.. _, payable to the 
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AMA. Allow 4-5 weeks for delivery. 
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- Letters to the Editor 


Letters will be published as space permits and at the discretion of the editor. All 
components of letters, including references, must be typewritten, double-spaced. Do not 
include more than five references and two figures in duplicate. Letters should not exceed 
500 words in length. Three copies of all letters are required and they are subject to editing. 
Letters are not acknowledged. All letters must be accompanied by a Copyright Release 
Statement signed by all authors of the letter. For additional details, including copyright 


procedure, see “Instructions for Authors.” 


Familial Lichen Planus 


To the Editor.—W e studied five families in which there was 
more than one patient with lichen planus, just as Drs 
Malhotra and Kanwar reported in the ARCHIVES 
(1980;116:622). We had hoped that one of the doubtless 
many etiologic matters concerning this disease might have 
been settled by selecting such families and, because of 
their rarity, discovering in them an hereditary susceptibil- 
ity. We HLA typed the patients and some of their rela- 
tions, but the result did not conclusively support our 
hypothesis that a certain genetic type rendered the patient 
liable to experience this cutaneous reaction pattern. 

We had postulated that lichen planus developed in 
response to exposure to some external agent, be it chemical 
or infective. The mechanism once started by some trigger 
factor could then induce skin lesions through some immu- 
nologic mediation. In the late 1960s, we were concerned 
with tracing immune reactants in the lesions and later 
turned our attention to the T lymphocytes in the dermal 
infiltrate. Once the immune mechanism, if any, is opera- 
tive, however, the precipitating factor could have become 
untraceable and, thus, we would not expect, for one 
example, to find microorganisms in the lesions. 

P. W. M. CopEMAN, MA, MD, FRCP 
London 


1. Copeman PWM, Tan RS-H, Timlin D, et al: Familial lichen planus 
another disease or a distinct people? Br J Dermatol 1978;98:573-576. 
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Antibiotics and Oral Contraceptives 


To the Editor.—Dermatologists often prescribe oral tetra- 
cycline for the control of acne, primarily, and to a much 
lesser extent, for the treatment of cutaneous infections. A 
number of the patients taking tetracycline are also taking 
birth control pills. A recent article in the British Medical 
Journal (1980;1:293) indicates that this combination can 
lead to a failure of the oral contraceptive. Such failure has 
. been associated with ampicillin as well. It is believed that 
the mechanism for this was the disturbance in normal gut 
flora, with eonsequent effects on bacterial hydrolysis of 
steroid conjugates. This would interrupt the enterohepatic 
circulation of contraceptive steroids, resulting in a less 
than normal concentration of circulating steroids. It was 
recommended that women taking low-dose oral contracep- 
tives take extra precautions against pregnancy during any 
cycle in which antibioties are given. 

In regard to our care of and responsibilities to our 
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patients, and in an era when malpractice suits for all types 
of reasons are more common, it certainly behooves derma- 
tologists to recognize and be concerned about this potential 
consequence of prescribing oral antibioties. 
DANIEL F. RUBIN, MD 
Los Angeles 


Elevation of Blood Triglyceride Levels Secondary to 
Administration of Vitamin A 


To the Editor.-Increased blood triglyceride levels have 
been reported in rats being given isotretinoin (cis-retinoic 
acid)'^ and have also been reported in patients receiving 
isotretinoin.* Increased blood triglyceride levels were 
induced by daily treatment with 1,000,000 IU of vitamin A 
for ten days. 


Report of a Case.—A 78-year-old woman noted the onset of an 
eruption on the hands, feet, upper and lower extremities, face, 
neck, and buttocks and in the intermammary area in February 
1980. In April 1980, she was examined elsewhere, and pityriasis 
rubra pilaris was diagnosed. She was treated with 200,000 IU/day 
of vitamin A for three weeks, but she noted no improvement. 

The extensive eruption persisted. When she was examined 
initially at the Mayo Clinie on May 30, 1980, she had keratoderma 
of the palms and soles and confluent reddish-orange plaques on the 
extremities, face, and neck. More discrete salmon-colored papules 
were seen on the back. The clinical diagnosis was pityriasis rubra 
pilaris, and a 4-mm punch biopsy specimen of involved skin of the 
right forearm confirmed this diagnosis. 

She was treated with a single daily oral dose of 1,000,000 IU of 
vitamin A for ten days, a regimen that has been reported by 
Randle et al' This treatment caused the expected generalized 
exfoliation, beginning 48 hours after institution of vitamin A 
therapy. Except for the exfoliation, she had no symptoms related 
to the treatment. Serial levels of SGOT and alkaline phosphatase 
and the cholesterol value remained unchanged. Blood specimens 
withdrawn 24 hours after administration of 1,000,000 IU of 
vitamin A as a single daily oral dose showed that the serum 
vitamin A level was increased. The triglyceride level was approx- 
imately doubled on the eighth-day measurement (Table). 


Comment.— Vitamin A, when used in low doses, generally 
has not been effective for the treatment of cutaneous 
diseases. The synthetic retinoids, however, therapeutically 
have been effective for a wide range of cutaneous diseases. 
Because of the known effect of vitamin A on epithelializa- 
tion, the favorable response of the disorders of keratiniza- 
tion to isotretinoin would have been predicted. Not pre- 
dicted was the elevation in the blood triglyceride level, 
which has been seen in patients treated with the retinoids.? 
Use of isotretinoin for cystic acne? has yielded amazingly 
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Serum Vitamin A and Blood Triglyceride Levels* 


Serum Vitamin A, Serum Triglycerides, 







Day IU/dL mg/dL 
Of treatment 
0 272 254 
3 2,448 348 
6 3,336 dis 
8 4,520 490 
10 3,708 


After treatment 


*Normal values are as follows: vitamin A, 125 to 150 IU/dL; serum 
triglycerides, 85 to 145 mg/dL. Blood levels were measured 24 hours after 
the daily oral administration of 1,000,000 IU of vitamin A. 


good results. When skin surface lipids were studied, a 
substantial increase in the percentage of free and esteri- 
fied cholesterol was found, accompanied by a decrease in 
the concentration of wax esters. This reversion of the skin 
surface lipids to a prepubertal pattern is consistent with 
almost total inhibition of sebum production. Studies of the 
hamster flank organ’ suggest that isotretinoin exerts a 
specific extrahormonal effect on the sebaceous glands. 

If the synthetic retinoids can alter blood, sebum, and 
skin lipids, then one apparently can expect naturally 
occurring retinoids, eg, retinol (vitamin A), to have the 
same effect. This alteration was evident in the blood 
triglyceride level seen in the patient described herein. The 
mechanism of the hypertriglyceridemia is not yet known. 

CHARLES H. DickEN, MD 
Rochester, Minn 


1. Gerber LE, Erdman JW Jr: Effect of retinoic acid and retinyl acetate 
feeding upon lipid metabolism in adrenalectomized rats. J Nutr 
1979;109:580-589. 

2. Gerber LE, Erdman JW Jr: Hypertriglyceridemia in rats administered 
all-trans or 13-cis retinoic acid, abstracted. Fed Proc 1979;38:761. 

3. Dicken CH, Connolly SM: Eruptive xanthomas associated with isotre- 
tinoin (13-cis-retinoic acid). Arch Dermatol 1980;116:951-952. 

4. Randle HW, Diaz-Perez JL, Winkelmann RK: Toxic doses of vitamin A 
for pityriasis rubra pilaris. Arch Dermatol 1980;116:888-892. 

5. Peck GL, Olsen TG, Yoder FW, et al: Prolonged remissions of cystic 
and conglobate acne with 13-cis-retinoic acid. N Engl J Med 1979;300:329- 
333. 

6. Strauss JS, Peck GL, Olsen TG, et al: Sebum composition during oral 
13-cis retinoic acid administration, abstracted. J Invest Dermatol 
1978;70:228. 

7. Gomez EC, Moskowitz RJ: Effect of 13-cis-retinoic acid on the hamster 
flank organ. J Invest Dermatol 1980;74:392-397. 


Problem-Oriented Medical Records 


To the Editor.—In response to the letter by Goldenhersh 
and Safis entitled “Problem-Oriented Medical Records in 
Dermatology” in the ARCHIVES (1980;116:751), I would like 
to draw attention to an editorial entitled ‘Problem- 
Oriented Records” published in the ARCHIVES 
(1972;105:534) by Smith and Crounse. In this editorial, the 
authors discussed the advantages of the problem-oriented 
medical records and point out that these have been used in 
the Department of Dermatology at the Medical College of 
Georgia since June 1971. This form of record keeping has 
been found particularly adaptable to dermatology, with 
only minor modifications. To stress the morphologic char- 
acteristics of lesions for our residents and students, we 
begin our record with the objective, which is subdivided 
into tthe distribution, primary lesions, secondary lesions, 
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and, finally, a descriptive comment (eg, angulated and. 
centrally clearing). After the objective, we complete the 

data base with the subjective, then assessment, and, 

finally, the plan. 

During the years, we have been pleased with this 
approach to writing progress notes. This method has been 
an aid in (1) stressing lesions’ morphologic characteristics 
as a means of dermatologic teaching, (2) permitting key 
word retrieval by computer (an inevitable step in medical 
records departments), and (8) helping the physician keep 
abreast of problems in regard to activity and stage of the 
resolution process. As noted in the editorial by Smith and 
Crounse, there are other advantages to this method of 
record keeping that will probably become apparent in the 
near future. 

We wholeheartedly support the letter by Goldenhersh 
and Safai but point out that their proposal is not new and 
that, at least in one center, this educational method of 
record keeping has long been used with success. 

BRUCE S. ALLEN, MD 
Augusta, Ga 


Benign Lichenoid Keratosis 


To the Editor.-In the July ARCHIVES (1980;116:780-782), 
Goette discussed his experience with the entity that gener- 
ally has been called "lichen planus-like keratosis." He chose 
to use a new diagnosis—benign lichenoid keratosis. He 
speculated that actinie radiation may be involved in the 
formation of these lesions. 

I think that this concept is correct. In my article on lichen 
planus-like keratosis, I was able to confirm clinically 
Mehregan's histopathologic studies? that indicated a rela- 
tionship between solar lentigo and lichen planus-like kera- 
tosis. In addition, I pointed out that, contrary to prior 
reports, the lesions may be multiple. 

HARVEY J. COHEN, MD 
White Plains, NY 


1. Cohen HJ: Lichen planus-like keratosis. Cutis 1979;23:194-197. 
2. Mehregan AH: Lentigo senilis and its evolutions. J Invest Dermatol 
1975;65:429. 


Phototesting of Patients With 
Erythropoietic Protoporphyria 


To the Editor.—A letter by Mathews-Roth et al, published 
in the ARCHIVES (1979;115:1391-1392), describes a phototest- 
ing procedure that is presented as an objective, reproduci- 
ble means of testing therapeutic efficacy of oral beta 
carotene in patients with erythropoietic protoporphyria 
(EPP). We maintain that the authors have not verified that 
their technique is reproducible or that it measures thera- 
peutic efficacy, as we understand the terms. Apparently, 
the authors based their claims on two facts: that patients 
with EPP who obtained increased sunlight tolerance dur- 
ing beta carotene treatment also had increased tolerance to 
a modified solar simulator and that patients without 
clinieal improvement did not have increased tolerance to 
the artificial light source. The reader should recognize that. 
this type of distinction is qualitative rather than quantita- 
tive. To clarify this point, a positive qualitative result 
simply indicates the patient has increased sunlight toler- 
ance; it does not disclose the magnitude of the increase. 
Thus, such an assessment says nothing about the correla- 
tion between the patient's increased tolerance to sunlight 
and his increased tolerance to the artificial light source; nor 
does it provide a measure of the clinical photoprotection 
afforded by beta carotene (ie, therapeutic efficacy). In 
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- fact, in a critique of an earlier report by Mathews-Roth et 
al; we noted? that there was a small negative correlation 
between clinical and experimental observations. Likewise, 
the correlation between the present phototest results 
reported by Mathews-Roth et al in the ARCHIVES' and the 
clinical data reported earlier is essentially zero. 

Reproducibility means to us that repeated tests of the 
same person yield similar results. Mathews-Roth et al did 
not provide sufficient data to evaluate reproducibility, and 
we suspect that repeated tests of a subject at different 
times yield variable results. This is not a condemnation of 
the testing procedure, but simply reflects the fact that the 
patient's sensitivity to light at a given time will be the 
result of the interplay of various factors such as tissue 
protoporphyrin and carotene levels and the degree of 
natural tanning. On the other hand, the patient's concept 
of sunlight tolerance will be a subjective, time-averaged 
impression. 

The preceding considerations suggest it may be impossi- 
ble to achieve good correlation between phototest results 
and clinical experience with EPP patients. The fact that 
Mathews-Roth et al employed an unusual criterion, imme- 
diate erythema, to assess photoresponse may further com- 
plicate the picture. Ideally, one would like to determine the 
minimum light exposure required to produce the skin 
lesion characteristic of the disorder. Interested investiga- 
tors should peruse the old report by Runge and Watson, 
who readily produced lesions in porphyria patients by 
exposing their skin to light (405 nm) and infrared radia- 
tion. Runge and Fusaro‘ demonstrated a similar clinical 
response in a patient with EPP. In both studies, exposure 
to infrared radiation alone produced an immediate, transi- 
tory erythema. We wonder if the immediate erythema 
reported by Mathews-Roth et al was a response to an 
infrared component in the output of their modified solar 
simulator. 

The report in question further reinforces our earlier 
premise’ that phototesting of patients during therapy may 
be superfluous. The procedure described by Mathews-Roth 
et al was conducted before therapy (serum carotene level, 
« 250 ug/dL) and during therapy (blood carotene level, 
> 400 ug/dL). At the time of the second phototest, the 
patient knows that he is receiving photoprotective therapy; 
the qualitative test result is, therefore, redundant. It 
should be emphasized that Mathews-Roth et al conducted 
phototests as one aspect of an extensive evaluation of an 
experimental therapeutic regimen; in that context, the 
protocol was entirely appropriate. However, now that it 
has béen established that test results do not correlate 
quantitatively with clinical experience, it is not productive 
to encourage continued testing of EPP patients with their 
procedure. 

What type of experiment might lead to a phototest that 
provides quantitative estimates of photoprotection of EPP 
patients? The studies by Runge et al^* mentioned earlier 
may be helpful. Since it would be tedious to determine the 
minimal radiation doses required to produce a biologic 
response by separate exposures to light at 405 nm and to 
infrared radiation, a light source with appropriate energy 
output in these regions is required. The modified solar 
simulator described by Kaidbey and Kligman* may be 
suitable: it releases moderate amounts of energy in the 
ultraviolet-A, visible, and infrared regions. Responses 
should be assessed immediately after irradiation and 24 
and 48 hours later, as performed by Kaidbey and Kligman.? 
Likewise, various biologic responses of EPP patients—eg, 
erythema, edema, formation of a bullous lesion—should be 
evaluated. This protocol will provide several different pairs 
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of minimal radiation dose values for each subject tested 
before and during therapy. A comparison of protection 
factors (tolerance during therapy divided by tolerance 
before therapy) of phototest results with those of altered 
sunlight tolerance may disclose a combination of time of 
assessment vs biologic response that correlates quantita- 
tively with the patient's clinical experience. 

Performance of a study such as that outlined previously 
is admittedly a major undertaking, but it offers a chance of 
developing a means of assessing photoprotective effica- 
cy. 

RAMON M. Fusaro, MD 
JOHN A. JOHNSON, PHD 
Omaha 


1. Mathews-Roth MM, Pathak MA, Fitzpatrick TB, et al: 8-Carotene as 
an oral photoprotective agent in erythropoietic protoporphyria. JAMA 
1974;228:1004-1008. 

2. Fusaro RM, Johnson JA: Limited usefulness of artificial light sources. 
Arch Dermatol 1975;111:394-395. 

3. Runge WJ, Watson CJ: Experimental production of skin lesions in 
human cutaneous porphyria. Proc Soc Exp Biol Med 1962;109:809-811. 

4. Runge WJ, Fusaro RM: Erythropoietic protoporphyria: VI. The syner- 
gistic effect of ultraviolet and infrared radiation and protection against 
these wavelengths. Acta Derm Venereol 1971;51:55-58. 

5. Kaidbey KH, Kligman AM: Identification of topical photosensitizing 
agents in humans. J Invest Dermatol 1978;10:149-151. 


In Reply.—We agree with Drs Fusaro and Johnson that a 
positive phototest (ie, increased tolerance to xenon arc 
light) as performed in our reported study indicates only 
that the patient so tested has increased tolerance to the 
light we used and does not disclose the magnitude of 
increased tolerance to natural sunlight. Certainly an 
increase in tolerance to light is indicative of the therapeu- 
tic efficacy of beta carotene in EPP; a quantitative assess- 
ment of the amount of increase is not inherent in the 
definition of efficacy. Implicit in their present letter and 
also in their earlier communieation published in the 
ARCHIVES (1975;111:394-395) was the suggestion that we 
wished to show a quantitative correlation between the 
results of phototesting and the patients' subjective assess- 
ments of tolerance to natural sunlight exposure. We have 
never claimed or implied such a correlation. In fact, we 
noted in our first report of phototesting that such a 
correlation did not exist.’ In our studies, phototesting was 
not meant to provide this correlation; its purpose was solely 
to provide an objective demonstration of increased toler- 
ance to light, which would be free of patient bias and help 
determine whether a placebo effect was a major compo- 
nent of the patients' subjective reports of increased toler- 
ance to sunlight. The lack of quantitative correlation 
between the effects of sunlight and our phototest system is 
not surprising, since the two light sources are different. 
For example, the visible light component of the solar 
simulator is different from that of sunlight, and addition- 
ally, exposures to sunlight, with their varying amounts of 
heat, humidity, exposure time, ete, which the patient uses 
to assess increased tolerance, are far from standardized. 
Thus, it is futile to expect quantitative correlations 
between phototesting and the patients' reports of improve- 
ment, as these are presently done. 

However, the availability of a reliable and reproducible 
objective measure of tolerance to light for use in studies of 
photoprotective compounds is desirable, and it is, thus, 
worthwhile to attempt to develop such measures. In our 
studies of polychromatic light phototesting, we found some 
degree of variation in response in a given patient, as well 
as between patients, as has been noted by others. We 
considered this by performing several pretreatment and 
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during-treatment determinations for each patient. We 
found that if a phototest was repeated several times at the 
same visit, the data only varied minimally. When tested on 
different days, of the 21 patients tested, four patients had 
no variation at all in their pretreatment test results. In the 
others, the range of coefficients of variance was 30%. In 
during-treatment tests, the range of coefficients of vari- 
ance for all patients was 45%. We believe, given the nature 
of phototesting, this is an acceptable degree of reproduci- 
bility. The wider range in the during-treatment test 
results probably reflects the patients’ differing abilities to 
absorb carotene. As we reported, there was a statistically 
significant difference between results of phototests done 
before treatment as compared with those of the tests done 
during treatment. We disagree with Fusaro and Johnson 
that using erythema as a criterion is unusual. Erythema is 
one of the findings commonly reported by patients with 
EPP.’ As we reported, some patients experience itching 
and burning on phototesting, and edema also is produced 
on phototesting in many patients. However, erythema, 
developing immediately after light exposure (not to be 
confused with the "immediate pigment darkening" phe- 
nomenon), has been the most consistent reaction seen. We 
did examine some patients at 24 hours and found, in some 
cases, some degree of edema, but the erythema had usually 
faded. 

As to the question of heat, heat does potentiate photo- 
sensitivity reactions, as attested to by patients. However, 
the solar simulator, as designed by Berger* and used by us, 
has, as an integral part of its optical path, a dichroic mirror 
that transmits all wavelengths above 500 nm, thus, elimi- 
nating infrared rays from the light reaching the patient. 
In addition, the filter that we used transmits no light from 
720 to 1,100 nm, and little from 1,100 to 1,350 nm, a range of 
. low xenon are output. Thus, heat was not a significant 
component of our phototest. We question whether the 
"modified" solar simulator as used by Kaidbe and Klig- 
man? will deliver more heat, as suggested by the authors, as 
it still contains its dichroie mirror. We do not question the 
role of infrared radiation in augmenting the effects of 
light in the development of erythema in patients with 
EPP. Perhaps the heat needed to produce erythema in the 
system used by Runge et al^* was required because these 
workers were irradiated with monochromatic light (4,050 
A) and not polychromatic light. 

We agree with Fusaro and Johnson that a detailed study 
of the different factors affecting a patient's reaction to 
phototesting (and for that matter reaction to natural 
sunlight) is needed. Although we agree that the final 
arbiter of the clinical efficacy of a given photoprotective 
compound is the patient and not the physician, an objective 
method of determining improvement (or lack of it) is 
necessary to answer the appropriate criticism of all studies 
based on patients' subjective impressions, namely, the 
possibility of a substantial placebo effect. Our statistical 
analysis indicates that polychromatic light phototesting 
with a xenon are lamp according to our procedure has 
performed this function adequately in the case of beta 
carotene treatment of the photosensitivity in EPP. 

It would indeed be of interest to develop a phototest that 
would better correlate with the patients' reactions to 
natural sunlight. Certainly the parameters and times of 
observations suggested by Fusaro and Johnson should be 
investigated, using both artificial light and natural sun- 
light. But they are not enough to improve notably the 
reliability of phototesting. We would stress again the 
importance of performing multiple phototests both before 
and during treatment in each patient. Additionally, some 
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attempt to quantitate the patient's exposure to natural - 
sunlight is necessary; eg, the investigator could expose the 
patient under controlled conditions to natural sunlight or 
the patients could wear one of the personal dosimeters 
being developed, to assess more accurately the amount of 
sunlight to which they are exposed. : 

It is our hope that this correspondence will stimulate 
further investigations in phototesting and clinical trial 
design. As we have stated before, we shall be happy to 
assist in the design of such studies. 

MICHELINE M. MATHEWS-RoTH, MD 
Boston 
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A Method of Measuring Skin Lesions 


To the Editor.—The delayed hypersensitivity reaction of 
the skin to various antigens has stood the test of time as a 
useful clinical tool. One disadvantage of this widely applied 
technique, however, is the difficulty of quantitating the 
degree of induration produced in the skin. This is especially 
important for research purposes when serial measure- 
ments must be done. 
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Illustration of method described. 


We have recently found a method that overcomes this 
problem of quantification. The cireumference of the indu- 
ration is marked with an ordinary ball-point pen, and a- 
piece of paper is immediately applied over the marking. In 
this way (Figure), the exact size of the area of induration 
then can be measured accurately by planimetry. This 
method also provides a permanent record of the test result. 
It also could be used to quantitate other indurated or 
nonindurated lesions of the skin. 

YALÇIN TÜZÜN, MD 
HASAN Yazıcı, MD 
Istanbul, Turkey 
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In nine separate protocols, involving 1060 patients, Topic 
Emollient Cream 0.2596 was compared with betametha- 
sone dipropionate cream 0.05%, triamcinolone acetonide 
cream 0.1%, fluocinolone acetonide cream 0.025%, flurai 
drenolide cream 0.05%, another fluocinolone acetonide 
cream 0.025%, fluocinonide cream 0.05%, diflorasone 
diacetate cream 0.05%, hydrocortisone valerate cream 
0.2% and betamethasone valerate cream 0.1%. 


The results, in every comparison: “Excellent” and 'excel- 
lent and good” overall evaluation scores were higher for 
Topicort. 


The therapeutic choice has a distinctive base 

For psoriasis and other topical corticosteroid-responsive 
dermatoses, a water-in-oil emollient cream base, without 
propylene glycol. Emollience of an ointment, cosmetic 
acceptability and easy application of a cream — with no 
parabens, no chloro-m-cresol. Plus the convenience anc 
economy of b.i.d. dosage and availability of economical 
60-g tubes. 
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DESCRIPTION—Topicort® (desoximetasone) Emollient 
Cream and Topicort® LP (desoximetasone) Emollient 
Cream contain the active synthetic corticosteroid desox- 
imetasone. The chemical name of desoximetasone is 
9a-fluoro-115, 21-dihydroxy-16a-methylpregna-1, 4-diene- 
3,20-dione. 
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Each gram of Topicort® (desoximetasone) Emollient Cream 
).25% contains 2.5 mg desoximetasone in an emollient 
cream consisting of isopropyl myristate, cetylstearyl 
alcohol, white petrolatum, mineral oil, lanolin alcohol and 
durified water. 


Each gram of Topicort® LP (desoximetasone) Emollient 
cream 0.05% contains 0.5 mg desoximetasone in an 
emollient cream consisting of isopropyl! myristate, 
zetylsteary! alcohol, white petrolatum, mineral oil, lanolin 
alcohol, edetate disodium, lactic acid and purified water. 


ACTIONS — Topical steroids are primarily effective 
)ecause of their anti-inflammatory, antipruritic and 
/asoconstrictive actions. 


NDICATIONS — Topicort* (desoximetasone) Emollient 
Jream and Topicort® LP (desoximetasone) Emollient Cream 
ire indicated for the relief of inflammatory manifestations 

»f corticosteroid-responsive dermatoses. 


ZONTRAINDICATIONS — Topical steroids are contrain- 
Jicated in those patients with a history of hypersensitivity to 
iny of the components of the preparation. 


PRECAUTIONS — |f irritation or sensitization develops, 
his product should be discontinued and appropriate therapy 
‘stituted. 


n the presence of an infection the use of an appropriate 
ntifungal or antibacterial agent should be instituted. If a 
avorable response does not occur promptly, the cor- 
icosteroid should be discontinued until the infection has 
een adequately controlled. 


extensive areas are treated or if the occlusive technique 
$ used there will be increased systemic absorption of the 
orticosteroid and suitable precautions should be taken, 
articularly in children and infants. 


Ithough topical steroids have not been reported to have an 
verse effect on human pregnancy, the safety of their use 
1 pregnant women has not been absolutely established. In 
iboratory animals, increases in incidence of fetal abnor- 
valities have been associated with exposure of gestating 
"males to topical corticosteroids, in some cases at rather 
Ww dosage levels. Therefore, drugs of this class should not 
e used extensively on pregnant patients, in large amounts, 
r for prolonged periods of time. 


^is product is not for ophthalmic use. 


DVERSE REACTIONS — The following local adverse 
actions have been reported with topical corticosteroids, 
specially under occlusive dressings: burning, itching, irrita- 
n, dryness, folliculitis, hypertrichosis, acneiform erup- 
ns, hypopigmentation,perioral dermatitis, allergic contact 
ermatitis, maceration of the skin, secondary infection, skin 
rophy, striae, miliaria. 


OSAGE AND ADMINISTRATION — Apply a thin film of 
bpicort® (desoximetasone) Emollient Cream or 

»pigort* LP (desoximetasone) Emollient Cream to the af- 
cted skin areas twice daily. Rub in gently. 


OW SUPPLIED — Topicort® (desoximetasone) Emollient 
eam 0.2596 is supplied in 15- and 60-gram tubes. 


spicort* LP (desoximetasone) Emollient Cream 0.05% is 
pplied in 15- and 60-gram tubes. 


7193-381 


News and Notes 


Dermatology for the Nondermatolo- 
gist.—The fifth annual seminar in 
Office Dermatology will be held July 
21-24, 1981, at Colby College/Ameri- 
can Academy of Dermatology, Water- 
ville, Me. The seminar meets the crite- 
ria for 16 category 1 credit hours of 
the Physician’s Recognition Award. 

Send all inquiries to R. H. Kany, 
Director of Special Programs, Colby 
College, Waterville, ME 14901; or call 
(207) 873-1131, extension 251. 


Symposium on Biology of Skin.—The 
31st annual Symposium on the Biolo- 
gy of Skin will be held at Salishan 
Ledge, Gleneden Beach, Ore, Oct 11- 
15, 1981. The topic is “Structural Ele- 
ments of the Dermis.” Cochairmen of 
the symposium are Drs Karen Hol- 
brook, Sheldon Pinnell, and Jouni Uit- 
to. Persons with special interest in 
this year’s topic or actively working in 
this or related fields should address 
inquiries to the symposium chairman, 
Kirk D. Wuepper, MD, 14435 SW 
Uplands Dr, Lake Oswego, OR 97034. 


Annual Meeting.— The fourth annual 
meeting of the German Society for 
Dermatologie Surgery will be held in 
Cologne, West Germany, from June 
12-14, 1981. The meeting will empha- 
size the developments in operative 
dermatology, with special focus on the 
extremities. Topics will include nail 
surgery, warts, tumors, hyperthermic 
perfusion chemotherapy, veins, con- 
tributions to actual problems, and free 
communications. 

For further information, write to 
Dr Helmut Tritsch, Universitaets- 
Hautklinik, D-5000 Kóln 41, West Ger- 
many. 


Advances in Medicine Course.—A 
eontinuing medical education course 
sponsored by the Section of Dermatol- 
ogy of the University of Chicago 
Pritzker School of Medicine entitled 
“Advances in Medicine and Dermatol- 
ogy as Related to Dermatologic Prac- 
tiee: Mycosis Fungoides, Kaposi's Sar- 
eoma, and Malignant Melanoma" has 
been approved for AAD category 1 
continuing medical education credit. 
The course is being held at the Conti- 
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nental Plaza Hotel in Chicago from 
May 14-16, 1981. For further informa- 
tion, contact Educational Resources, 
Inc, 2049 Century Park E, Suite 2120, 
Los Angeles, CA 90067; or Joel Bern- 
stein, MD, Department of Dermatolo- 
gy, Box 409, University of Chicago 
Hospital, 950 E 59th St, Chicago, IL 
60637. 


Workshop.-A dermatopathology 
self-assessment workshop will be con- 
ducted Oct 10, 1981, at the Cleveland 
Clinic Foundation, Cleveland, by Wil- 
ma F. Bergfeld, MD. For further 
information, write to Wilma F. Berg- 
feld, MD, Course Director, Cleveland 
Clinic Foundation, 9500 Euclid Ave, 
Cleveland, OH 44106. 


Bill Reed International Traveling Fel- 
lowships.—Three fellowships will be 
awarded this year as follows: 

1. The winner of the Poster Session 
at the annual meeting of the Euro- 
pean Society for Dermatological Re- 
search will be awarded $800 to help 
support a trip to attend the annual 
meeting of the American Academy of 
Dermatology. 

2. The winner of the Stelwagon 
Prize for the best paper presented at 
the Resident’s Forum at the annual 
American Academy of Dermatology 
meeting will receive an $800 award to 
support a trip to Europe, where the 
awardee will present a paper at the 
annual meeting of the British Asso- 
ciation of Dermatologists in England. 
Further travel to European centers 
can also be arranged. 

3. A third award of $800 will be 
given to an academically oriented der- 
matologist in the private practice of 
clinical dermatology who has been out 
of training for no more than five 
years. It is meant to support travel for 
educational purposes and to broaden 
contacts with dermatologic investiga- 
tors. Anyone interested in applying 
for this award should send their cur- 
riculum vitae and a covering letter 
indicating how they plan to spend the 
award funds to the Chairman of the 
Committee on International Affairs 
of the American Academy of Derma- 
tology at the Academy Office, 820 
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Davis St, Evanston, IL 60201. The 
deadline for submission is Sept 1, 
1981. Supporting letters from abroad 
relevant to the planned travel are 
desirable. The award will be an- 
nounced in December and will be 
based on the originality and produc- 
tivity of the applicant as well as the 
meritoriousness of the travel plans for 
continued clinical investigation. 


Lectureship.—At the most recent 
annual meeting of the Association of 
Professors of Dermatology, Harvey 
Blank, MD, association president, an- 
nounced the establishment of the Eric 
C. Zwerling Memorial Lectureship 
Program. 

Mr Zwerling, who died March 30, 
1980, was a long-time friend of Amer- 
ican dermatology. He served many 
years as vice-president of Dome Labo- 
ratories and as a member of the board 
of directors of Neutrogena Corpora- 
tion. To perpetuate his memory and to 
enhance the educational program of 
the dermatologic teaching institu- 
tions, the Association of Professors of 
Dermatology in collaboration with 
Neutrogena Corporation established 
the Eric C. Zwerling Memorial Lec- 
tureship Program. This program will 
be funded by a grant from the Neutro- 
gena Corporation and will provide 
funds to sponsor visiting lecturers to 
each of five dermatologic teaching 
programs annually. It is hoped that 
the visiting lecturer can aid in con- 
tinuing medical education efforts in 
the community as well as provide a 
valuable contribution to the individual 
teaching institute. 

Selection and awarding of the 
grants of $1,500 each will be under the 
supervision of the Association of Pro- 
fessors of Dermatology. All members 
of the Association of Professors of 
Dermatology are eligible to apply for 
Eric C. Zwerling Memorial Lecture- 
ship grants for their institution. 
Applications must be submitted by 
the member when attending the asso- 
ciation’s annual meeting. Five institu- 
tions will be selected from those appli- 
cations, and the awardees will be 
announced during the meeting. 

At the 1980 annual meeting, Dr 
Blank announced the first Zwerling 
Memorial Lectureships awards to the 
following institutions: Department of 
Dermatology, College of Physicians 
and Surgeons, Columbia University, 
New York; Division of Dermatology, 
University of Louisville School of 
Medicine, Department of Dermatolo- 
gy, University Health Center of Pitts- 
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burgh; Department of Dermatology, 
Medical University of South Carolina, 
Charleston; and Division of Dermatol- 
ogy, University of California, Los 
Angeles-Wadsworth Veterans Ad- 
ministration Hospital Program, Los 
Angeles. 


Program.—A program entitled “Ad- 
vances in Infectious Diseases in Clini- 
eal Practice” will be held May 7-8, 
1981, in San Francisco. The course is 
14 hours of continuing medical educa- 
tion credit (American Medical Asso- 
ciation category 1-A, American Acad- 
emy of Family Practice elective hours, 
and Obstetrics and Gynecology cog- 
nate hours). 

The fee for physicians is $165, and 
residents and interns pay $80 with a 
letter of verification. For registration 
information, call (415) 666-2894 or 
(415) 666-2483. For program informa- 
tion, call (415) 666-4251. 


Medical Mycology Course.—A com- 
prehensive lecture and laboratory 
postgraduate course on systemic fun- 
gal and actinomycotic pathogens enti- 
tled “Advances in Medical Mycology— 
1981” will be held July 13-14, 1981. 

This ten-day, intensive program is 
part 1 of a two-part comprehensive 
course in medical mycology. The for- 
mat consists of an integrated lecture 
and laboratory experience. It is 
designed for clinical laboratory and 
research microbiologists working in 
the field of medical mycology. Clini- 
cians and veterinarians who wish to 
update or expand their knowledge of 
the systemic fungal and actinomycotic 
pathogens are welcome. Emphasis will 
be placed on laboratory diagnosis and 
identification. New techniques will be 
demonstrated. These will include se- 
rodiagnosis, exoantigen testing, and 
antimycotic testing of filamentous 
and yeast fungal forms. Histopatholo- 
gy will be covered. Host-parasite 
interactions and treatment will be dis- 
cussed. Where possible, there will be 
patient demonstrations. Lecture and 
laboratory examinations will be given 
so that the student can evaluate his or 
her progress. Lecture outlines and 
handouts will be used, and there will 
be a tour of the Centers for Disease 
Control. 

For further information, contact 
William M. Artis, PhD, Department of 
Dermatology, Emory University 
School of Medicine, 215 Woodruff 
Memorial Bldg, Atlanta, GA 30322; or 
eall (404) 329-5872. 


Course.—The — Dermatopathology * 
Foundation if offering a course in 
skin pathology entitled "Gross and 
Microscopic Pathology of the Skin" 
from June 15-19, 1981, at Resorts 
International Hotel Casino in Atlantic 
City, NJ. The course is 40 hours of 
continuing medical education credit 
(American Medical Association cate- 
gory 1-A). For more information, 
write to Dermatopathology Founda- 
tion, PO Box 377, Canton, MA 02021. 


Psoriasis Symposium.—Stanford 
(Calif) University’s Department of 
Dermatology is presenting the third 
international Psoriasis Symposium, to 
be held July 13-17, 1981, at Stanford 
University. Substantial advances in 
psoriasis research and therapy will be 
emphasized through plenary sessions, 
workshops, and poster exhibits, dur- 
ing which opportunities for direct dis- 
cussions between investigators and 
attendees will be provided. This semi- 
nar is accredited by the American 
Medical Association, the Canadian 
Medical Association, and the Ameri- 
can Academy of Dermatology. 

For further information, please con- 
tact Paul H. Jacobs, MD, Dermatology 
Department, Stanford University 
School of Medicine, Stanford, CA 
94305. 


Course and Workshop.—The sixth 
annual Postgraduate Course and 
Workshop in Medical Mycology-Der- 
matomycology will be held from Aug 
12-15, 1981, at the Newporter Inn, 
Newport Beach, Calif. The clinical, 
immunological, pathologieal, and epi- 
demiological aspects of mycology will 
be presented by a group of experts. 
Lectures will be supplemented by pho- 
tographs, microscopic slides, and cul- 
tures of pathogens and selected con- 
taminants. Saturday, Aug 15, will be 
devoted entirely to a self-assessment 
workshop with examination sessions. 
Although offered in conjunction with 
the entire course, this last day may be 
taken independently. 

The entire program will be accred- 
ited for 36 hours of category 1 credit 
toward the Physician’s Recognition . 
Award of the American Medical Asso- 
ciation. The course directors are 
Frank E. Swatek, PhD, and Ronald J. 
Barr, MD. For further information, 
contact Margaret Frederick, Program 
Representative, MHMC-University 
of California, Irvine, Center for 
Health Education, 2801 Atlantie Ave, 
Long Beach, CA 90801. 
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Contents: 5% benzoyl peroxide in a solid, soap-free, 
detergent base. 

Size: 4 oz. (113.4 grams). 

Patient Directions: Using warm water, wash the affected 
areas for one to two minutes. Rinse lather off thoroughly. 
Pat dry with a clean towel. Use once or twice daily as 
directed by physician. 

IMPORTANT: Complete patient instructions are on 
package. 

Caution: Avoid contact with eyes and mucous 
membranes. May bleach colored fabrics. 


For Starter Samples, call us 
TOLL-FREE: 1-800-327-3858. 
In Florida, call collect: 1-305-443-3807 


Stiefel Laboratories, Inc. 
Coral Gables, Florida 33134 STIEFEL 
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Od itftsin 
with the way kids 
want to take care 






Supplied in its own, permanent soap dish 
to keep it dry and long-lasting. 





(Benzoyl Peroxide 5%) 


of themselves 


PanOxyl Bar is a remarkable accomplish- 
ment of pharmaceutical design. It gives your acne 
patients all the qualities of an elegant, richly- 
lathering cleansing bar—plus the effectiveness 
you expect of benzoyl peroxide. 


Because the cleansing bar form is as easy to 
use as soap and water, more of your patients are 
likely to comply with your regimens. 

You can use PanOxyl Bar in mild cases of 
acne or as an adjunct to your regular therapy. 


Perhaps best of all, PanOxyl Bar is wonder- 
fully economical (far more so than liquid washes), 
because one bar will last for weeks and weeks. 


Anelusive 
tinea infection 
that can 

ake months 


to clear. 





HICAVAILABLE: 


GRISACTIN ULTRA 


(GRISEOFULVIN ULTRAMICROSIZE) 
125, 250 MG TABLETS 


Ultramicrosize GRISACTIN® Ultra offers three 
significant benefits for treating tinea infections”: 


— optimal bioavailability 
— often the convenience of one small tablet a day 
— economy 


Ultramicrosize GRISACTIN Ultra. All the griseofulvin 
your patients need — for as long as they need it. 


TE 


AND NOW... 
TELEAVAILABLE 


Physicians can request free product samples by dialing 
toll-free: Continental U.S.A.: 800-528-6050 (except Arizona) 
Arizona: 800-352-0458, Alaska/ Hawaii: 800-528-0470. 

This service is available for your convenience 24 hours-a-day, 
every day. 
*With infections due to griseofulvin-sensitive fungi. 

Please see brief summary of prescribing information on following page. 
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BRIEF SUMMARY 

(For full prescribing information, see package circular.) 
GRISACTIN* Ultra 

Brand of griseofulvin ultramicrosize 

A Fungistatic Antibiotic 

INDICATIONS: Griseofulvin is indicated for the treatment of 
ringworm infections of the skin, hair, and nails, namely: Tinea 
corporis, Tinea pedis, Tinea cruris, Tinea barbae, Tinea 
capitis. Tinea unguium (onychomycosis) when caused by one 
or more of the following genera of fungi: Trichophyton rubrum, 
Trichophyton tonsurans, Trichophyton mentagrophytes. Trich- 
ophyton interdigitalis, Trichophyton verrucosum, Trichophyton 
megnini, Trichophyton gallinae, Trichophyton crateriform, 
Trichophyton sulphureum, Trichophyton schoenleini, Micros- 
porum audouini, Microsporum canis, Microsporum gypseum, 
Epidermophyton floccosum. 

NOTE: Prior to therapy, the type of fungi responsible for the 
infection should be identified. 

The use of this drug is not justified in minor or trivial infec- 
tions which will respond to topical agents alone. 

Griseofulvin is not effective in the following: Bacterial infec- 
tions, Candidiasis (Moniliasis), Histoplasmosis, Actinomy- 
cosis, Sporotrichosis, Chromoblastomycosis, Coccidioi - 
domycosis, North American Blastomycosis, Cryptococcosis 
(Torulosis). Tinea versicolor, Nocardiocis. 
CONTRAINDICATIONS: This drug is contraindicated in 
patients with porphyria, hepatocellular failure, and in individ- 
uals with a history of hypersensitivity to griseofulvin. 
WARNINGS: Prophylactic Usage: Safety and efficacy of 
griseofulvin for prophylaxis of fungal infections has not been 
established. 

Animal Toxicology: Chronic feeding of griseofulvin, at levels 
ranging from 0.5-2.596 of the diet, resulted in the development 
of liver tumors in several strains of mice, particularly males 
Smaller particle sizes result in an enhanced effect. Lower oral 
dosage levels have not been tested. Subcutaneous adminis- 
tration of relatively small doses of griseofulvin, once a week, 
during the first tP*ee weeks of life has also been reported to 
induce hepatomata in mice. Although studies in other animal 
species have not yielded evidence of tumorigenicity, these 
studies were not of adequate design to form a basis for 
conclusions in this regard. 

In subacute toxicity studies, orally administered griseofulvin 
produced hepatocellular necrosis in mice, but this has not 
been seen in other species. Disturbances in porphyrin metab- 
olism have been reported in griseofulvin-treated laboratory 
animals. Griseofulvin has been reported to have a colchicine- 
like effect on mitosis and cocarcinogenicity with methylcho- 
|anthrene in cutaneous tumor induction in laboratory animalis. 

Usage in Pregnancy: The safety of this drug during preg- 
nancy has not been established. 

Animal Reproduction Studies: It has been reported in the 
literature that griseofulvin was found to be embryotoxic and 
teratogenic on oral administration to pregnant rats. Pups with 
abnormalities have been reported in the litters of a few bitches 
treated with griseofulvin. Additional animal reproduction 
studies are in progress 

Suppression of spermatogenesis has been reported to 
occur in rats, but investigation in man failed to confirm this. 
PRECAUTIONS: Patients on prolonged therapy with any 
potent medication should be under close observation. Peri- 
odic monitoring of organ system function, including renal, 
hepatic, and hematopoietic, should be done 

Since griseofulvin is derived from species of Penicillium, 
the possibility of cross-sensitivity with penicillin exists: 
however. known penicillin-sensitive patients have been 
treated without difficulty. 

Since a photosensitivity reaction is occasionally associated 
with griseofulvin therapy, patients should be warned to avoid 
exposure to intense natural or artificial sunlight. Should a 
photosensitivity reaction occur, lupus erythematosus may be 
aggravated. 

Griseofulvin decreases the activity of warfarin-type antico- 
agulants so that patients receiving these drugs concomitantly 
may require dosage adjustment of the anticoagulant during 
and after griseofulvin therapy. 

Barbiturates usually depress griseofulvin activity and 
concomitant administration may require a dosage adjustment 
of the antifungal agent. 

ADVERSE REACTIONS: When adverse reactions occur. they 
are most commonly of the hypersensitivity type such as skin 
rashes, urticaria, and rarely, angioneurotic edema, and may 
necessitate withdrawal of therapy and appropriate counter- 
measures. Paresthesias of the hands and feet have been 
reported rarely after extended therapy. Other side effects 
reported occasionally are oral thrush, nausea, vomiting, 
epigastric distress. diarrhea, headache. fatigue, dizziness, 
insomnia, mental confusion, and impairment of performance 
of routine activities. 

Proteinuria and leukopenia have been reported rarely. 
Administration of the drug should be discontinued if granulo- 
cytopenia occurs. 

When rare, serious reactions occur with griseofulvin, they 
are usually associated with high dosages. long periods of 
therapy. or both 
DOSAGE AND ADMINISTRATION: Adults: 250 mg daily for 
most patients, and 500 mg daily in divided doses for patients 
with fungal infections that are more difficult to eradicate 

Children: 2.5 mg per pound of body weight per day is effec- 
tive for most children. Children 2 years of age and younger 
dosage has not been established. 7655/381 


AYERST LABORATORIES 
New York, N.Y. 10017 
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Open New Doors 
for your 


Alcoholic 
Patients 


How can you enhance your effective- 
ness in the treatment of alcoholism? 
By acquiring the maximum amount of 
useful information on this complex Ill- 
ness. The Manual on Alcoholism, from 
the American Medical Association, 
offers you current authoritative infor- 
mation on diagnosing and treating 
alcoholics. 


A glance at the contents reveals 
these sections: 


* The Problem 
* The Causes 


* Alcohol: Its Metabolism 
and Pharmacology 

* Diagnosis and Treatment 

* Appendix 





Manual on Alcoholism provides you 
with a highly beneficial overview of 
the primary considerations involved in 
alcoholism-from the physician's point 
of view. The principal difference be- 
tween this newly revised edition and 
the previous edition is the incorpora- 
tion of major portions of Medical Com- 
plications of Alcohol Abuse, which is 
out of print. $2.50 


Order Dept. OP-185 

American Medical Association 
P.O. Box 821 

Monroe, WI 53566 


Please send. copy(ies) of MANUAL 
ON ALCOHOLISM, OP-185, at $2.50 
each. I enclose $ |.  , payable to 
the AMA. Allow 4-5 weeks for delivery. 


Name 
Address 
City/State/Zip 
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EryDerm: 
Erythromycin Topical 
solution 


Prescribing Information 


DESCRIPTION: Erythromycin is an antibioti 
produced from a strain of Streptomyce 
erythraeus. It is basic and readily forms salt 
with acids. Each ml of ERYDERM (erythromy 
cin topical solution) contains 20 mg of erytr 
romycin base in a vehicle consisting c 
polyethylene glycol, acetone, and alcoht 
7796. 


ACTIONS: Although the mechanism b 
which ERYDERM acts in reducing inflamme 
tory lesions of acne vulgaris is unknown, 
is presumably due to its antibiotic action. 


INDICATIONS: ERYDERM is indicated fc 
the topical control of acne vulgaris. 


CONTRAINDICATIONS: ERYDERM is cor 
traindicated in persons who have show 
hypersensitivity to any of its ingredients. 


WARNINGS: The safe use of ERYDER! 
during pregnancy or lactation has not bee 
established. 


PRECAUTIONS: ERYDERM is for extern: 
use only and should be kept away from th 
eyes and mucous membranes includin 
those of the nose and mouth. Concomitar 
topical acne therapy should be used wit 
caution because a cumulative irritant effec 
may occur, especially with the use of peelinc 
desquamating, or abrasive agents. 

The use of antimicrobial agents may bi 
associated with the overgrowth of antibioti 
resistant organisms. If this occurs, adminis 
tration of this drug should be discontinue: 
and appropriate measures taken. 


ADVERSE REACTIONS: Adverse condi 
tions experienced included dryness, pruritus 
erythema, desquamation, and burning sense 
tion. 


DOSAGE AND ADMINISTRATION 
ERYDERM should be applied to the affecte 
area twice a day after the skin is thorough! 
washed with warm water and soap. Us 
enough solution to cover the affected are: 
lightly. 

HOW SUPPLIED: ERYDERM (erythromyci 
topical solution) is supplied in 60 ml bottle 
(NDC 0074-2698-02). Store at temperature 
below 86°F (30°C). 


Abbott Laboratories 
North Chicago, IL60064 


-.. topical 2% erythromycin 
is a moderately effective 
drug for the treatment of 
inflammatory acne 
vulgaris. Significant 
clinical improvement was 
noticeable after 2 weeks of 
therapy and was 
maintained throughout the 
course of the study.” 


1. Bernstein, J.E. and Shalita. A.R.. 


Topically Applied Erythromycin in 
Inflammatory Acne Vulgaris, 
Journal of the American Academy 
of Dermatology, April, 1980 


For the topical control 
of acne vulgaris 


-rythromycin Topical Solution 


= Quick drying—no sticky film 
= The first 2% topical erythromycin solution 


= Simple therapeutic regimen: applied 
twice daily 


a Clinically proven 


a Only mild, local irritation (7% incidence) 
reported in study of 348 patients 


a Shatterproof plastic bottle 
® Stability assured for 24 months 


Each ml contains 20 mg of erythromycin base in a vehicle 
consisting of polyethylene glycol, acetone and alcohol 7796 






Abbott Laboratories 
North Chicago, 
IL60064 

See opposite page for 


prescribing information 
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Unitome — 


is a handle 












on quality and precision 
edges. Unitome, thenew 
sterile disposable knife — 
uniquely packaged in a 
pop-open instrument 
holder. Unitome . . . you 
can handle it! 
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BEAVER, INC. 
411 WAVERLEY OAKS RD. 
WALTHAM, MA 02154 U.S.A. 

* 617 894-5230 
CABLE BEAVER * TELEX 923321 
CALL TOLL FREE 800 225-1482 





INTRODUCING 
lopical erythromycin at 
a new level of potency 





TOPICAL 
SOLUTION 


Srytnromycin 


Please see prescribing information on fourth page following. 


Helo contain it 
with NEW 


p. 


TOPICAL 
SOLUTION 
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And eliminate the rigamarole and 
uncertainty of extemporaneous compound 
prescriptions for topical erythromycin. A 
ready-to-use, stable, clear solution of 2% 
erythromycin, subject to strict quality 
control procedures: A/T/S 226 Topical 
oolution for acne. 


Please see prescribing information on third page following. 
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9% 


TOPICAL 
SOLUTION 


Srytnromyoin 


a new level 
of potency in topical 
eryinromycin therapy 





A/T/S 2% Topical Solution acts to reduce inflammatory 


lesions of acne vulgaris. Although the mechanism of 
action is unknown, it is presumably due to its 
antibiotic action. 
2 
Special applicator enclosed with package. Easy for 
patients to dab medication on lesions—without 
waste, without mess. 
* 
Cosmetically acceptable solution —a particular 
advantage when treating fastidious teenagers. 
€ 
No skin staining, no photosensitivity, no skin 
fluorescence when exposed to black light commonly 
used in discotheques. 
*& 


Cost advantage: a new level of topical erythromycin 
potency atthe same cost as the available 1.596 
erythromycin solution. Based on dosage, less 

expensive than other topical antibiotic preparations.* 


"Source: 1980 Redbook Executive Price Service and company price lists. 
Based on average wholesale price. 


Please see prescribing information on second page following. 
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Clinical studies of A/T/S" erythromycin 
2% topical solution: steady reduction of 
oapules and pustules over 12 weeks" 


Total Total 

No.of papules No. of papules 
and pustules and pustules 
before after 
treatment 3 weeks 6 weeks 9 weeks 12 weeks 





Based on a 12-week double blind study com- 
paring A/T/S 2% Topical Solution (81 patients 
evaluated) with the A/T/S vehicle (75 patients 
evaluated) in acne vulgaris at b.i.d. dosage. With 
the A/T/S vehicle, papules and pustules were 
reduced from 1989 to 1338 over the 12-week 
period. Of the total of 90 patients exposed to 
A/T/S 2% Topical Solution, 17 experienced 
some type of adverse effect, including dry 
skin, scaly skin, pruritus, irritation of the eye 
and burning sensation.*” 


**Data on file and available on request from 
Hoechst-Roussel Pharmaceuticals Inc., 
Somerville, New Jersey 08876. 


Please see prescribing information 
on the following page. 
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2% 


TOPICAL 
SOLUTION 


hOM c 


Description A/T/S™ (erythromycin) is an 
antibiotic produced from a strain of Strep- 
tomyces erythraeus. It is basic and readily 
forms salts with acids. Each mL of A/T/S (ery- 
thromycin) topical solution contains 20 mg of 
erythromycin base in a vehicle consisting of 
alcohol, propylene glycol, and citric acid. The 
alcohol content is 66%. 





Actions Although the mechanism by which 
A/T/S acts in reducing inflammatory lesions of 
acne vulgaris is unknown, it is presumably due 
to its antibiotic action. 


Indications  A/T/S is indicated for the topical 
control of acne vulgaris. 


Contraindication A/T/S is contraindicated 
in persons who have shown hypersensitivity to 
any of its ingredients. 


Warning The safe use of A/T/S during preg- 
nancy or lactation has not been established. 


Precautions A/T/S is for external use only 
and should be kept away from the eyes, nose, 
mouth, and mucous membranes. Concomitant 
topical acne therapy should be used with cau- 
tion because a cumulative irritant effect may 
occur, especially with the use of peeling, des- 
quamating, or abrasive agents. 

The use of antimicrobial agents may be as- 
sociated with the overgrowth of antibiotic- 
resistant organisms; in such a case, antibiotic 
administration should be stopped and appro- 
Driate measure taken. 


Adverse Reactions Of a total of 90 patients 
2xposed to the drug during clinical effective- 
yess studies, 17 experienced some type of ad- 
verse effect. These included dry skin, scaly 
skin, pruritus, irritation of the eye, and burning 
sensation. 


Josage and Administration A/T/S should 
3e applied to the affected area twice a day 
after the skin is thoroughly washed with warm 
vater and soap. Moisten a pad with A/T/S, 
hen rub the pad over the entire facial area. 
\cne lesions on the neck, shoulder, chest, and 
ack may also be treated in this manner. 


dow Supplied Topical solution — 60 mL. 
3tore at controlled room temperature: 15° to 
'O*C (59° to 86°F). 
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Synalar ..... 


(fluocinolone acetonide) 


Synemol ....... 


(fluocinolone acetonide) 





DESCRIPTION SYNALAR* and SYNEMOL* (fluocinolone 
acetonide) have the chemical name 6a. 9a-difluoro- 
16a-hydroxyprednisolone- 16, 17-acetonide 

SYNALAR cream0.025% cream 0.01% — The cream con- 
tains fluocinolone acetonide 0.25 mg g.or0.1mg./g.in 
a water-washable aqueous base of stearic acid. 
propylene glycol. sorbitan monostearate and monoole- 
ate, polysorbate 60. purified water and citric acid with 
methylparaben and propviparaben as preservatives. 
SYNALAR ointment 0.025% — The ointment contains fluo- 
cinolone acetonide 0.25 mg./g. in a white petrolatum 
U.S.P vehicle 


SYNALAR solution contains fluocinolone acetonide 04 
mg./g. in a water-washable base of propylene glycol with 
citric acid 

SYNALAR-HP (fluocinolone acetonide) cream 0.2% — 
The cream contains fluocinolone acetonide 2 mg./g. in 
a water-washable aqueous base of stearyl alcohol, 
cetyl alcohol. mineral oil, propylene glycol, sorbitan 
monostearate, polysorbate 60. purified water and cit- 
ric acid with methylparaben and propylparaben as 
preservatives 


SYNEMOL (fluocinolone acetonide) cream 0.025% — The 
cream contains fluocinolone acetonide 0.25 mg./g. in 
a water-washable aqueous emollient base of stearyl 
alcohol, cetyl alcohol. mineral oil propylene glycol, 
sorbitan monostearate, polysorbate 60 purified water 
and citric acid 


ACTIONS Topical steroids are primarily effective be- 


cause of their anti-inflammatory, antipruritic and vaso- 


constrictor action. 


INDICATIONS For relief of the inflammatory manifesta- 
tions of corticosteroid-responsive dermatoses 


CONTRAINDICATIONS Topical steroids are contraindi- 
cated in those patients with a history of hypersensitivity 
to any of the components of the preparation 

SYNALAR-HP* (fluocinolone acetonide) cream 0.2% 
should not be used on ir.ʻants up to two years of age. 
PRECAUTIONS If irritation develops, the steroid should 
be discontinued and appropriate therapy instituted. In 
the presence of an infection the use of an appropriate 
antifungal or antibacterial agent should be instituted. If 


a favorable response does not occur promptly, the cor- 
$'icosteroid should be discontinued until the infection has 


been adequately controlled. If extensive areas are treated 


or if occlusive technique is used, there will be increased sys- 
temic absorption of the corticosteroid and suitable precau- 
tions should be taken, particularly in children and infants. Al- 


though topical steroids have not been reported to have an 
adverse effect on human pregnancy, the safety of their use 
in pregnant women has not absolutely been established. In 


laboratory animals, increases in incidences of fetal abnor- 


malities have been associated with exposure of gestating 
females to topical corticosteroids, in some cases at rather 
low dosage levels. Therefore, drugs of this class should not 
be used extensively on pregnant patients, in large amounts 
or for prolonged periods of time. 

These products are not for ophthalmic use 


SYNALAR-HP cream should not be used for prolonged 
periods and the quantity per day should not exceed 2 g. 
of formulated material 


ADVERSE REACTIONS The following local adverse reac- 
tions have been reported with topical corticosteroids: 
burning. itching. irritation, dryness, folliculitis. hypertri- 
chosis, acneform eruptions, hypopigmentation, perioral 
dermatitis, allergic contact dermatitis, maceration of 
the skin, secondary infection, skin atrophy. striae, 
miliaria 
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: Opinion and Comment i Ca 


Acne Diet Reconsidered 


he ordinary Western diet is now under severe attack 

from critics who are willing to accept primarily epi- 
demiologic evidence for a causative role of diet in the 
occurrence of a wide variety of diseases! Among the 
disease states attributed either wholly or substantially to 
dietary factors are atherosclerosis and coronary heart 
disease,** diabetes,’ hypertension,’ dental caries,’ diverti- 
culosis and hemorrhoids,’ and cancer of the bowel.* Recent 
evidence also suggests that cancer of the breast, endome- 
trium, and prostate are more likely to occur on high-fat 
diets." 

This growing (although by no means universally 
accepted) consensus makes it increasingly difficult for 
practicing dermatologists to shrug off the query "What 
about diet?" that is asked, if not by most of their acne 
patients, at least by some of these patients' parents who 
remember the stringent dietary restrictions of a previous 
generation of dermatologists. 

As far as acne itself is concerned, the role of diet has 
been both attacked and championed.” 

Retrospective evidence is meager. One large study of 
2,720 soldiers showed no relationship between acne and 
obesity in the adolescent soldiers, although there was a 
relationship in the older ones." A small study showed no 
difference in sugar consumption between 16 patients with 
acne and matched controls.’ Questioning of patients with 
acne in our clinies has led us to believe that their dietary 
histories are not different from those of most other 
adolescents. 

Prospective studies are more numerous.'* Acne patients 
have been placed on one or another dietary regimen, some 
even including chocolate." Results have been conflicting 
and confusing, and the role of diet is unclear from the 
literature.’ The present consensus seems to be opposed to 
. dietary restrictions in the treatment of acne. 

Two kinds of evidence—absence of demonstrated differ- 
ences in the diet of those suffering from aene compared 
with control subjects and the failure of dietary manipula- 
tion to have much effect on the course of acne—would seem 
to be enough to keep a concern about diet out of our present 
approach to the acne problem. 

Based on this information, there would seem to be only 
one tenàble position—that the old-fashioned "acne diet," 
Stressing consumption of fruits, vegetables, and whole- 


a 
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grain cereals and discouraging consumption of sweets, 
fried and fatty foods, and many dairy products, may well 
afford protection against the development of many serious 
ills to whieh Western man is prone, but that it is probably 
irrelevant as far as acne is concerned. 

We propose that dermatologists may be mistaken in this 
conclusion—that a kind of confusion attends acne diet 
deliberations that has already been resolved in the context 
of the etiology of coronary heart disease. 

This last malady, being lethal, has naturally evoked 
much deeper and wider investigation. Its students have the 
advantages of enormous accretions of worldwide data and 
the perspectives of international epidemiology for analyz- 
ing relationships between interpopulation and intrapopu- 


lation studies. Thus, the larger model may illuminate our - 


own concern. 

The long-term risk-factor research conducted in Fram- 
ingham, Mass," and Tecumseh, Mich, demonstrated that 
dietary history had no power to predict which subjects 
would later have heart disease. Although the rate of heart 
disease increased in stepwise fashion with blood cholesterol 
levels, there was no correlation between diet and either 
serum cholesterol levels or coronary heart disease mortali- 
ty for participants in these two large population studies. 
These findings have been cited by opponents of what is 
called "the diet-heart theory" to rule out diet as a causative 
factor in heart disease. 

The definitive reply to this seeming paradox has been 
made by Blackburn.^^ He points out that in a society 
where most persons consume a similar high-fat diet not 
everyone succumbs to coronary heart disease and therefore 
genetically mediated susceptibilities are the determining 
factor. It is only by comparing rates from our society, with 
its ubiquitous high-fat diet, with rates from other societies 
with whole populations on a markedly different diet that 
the environmental factor of diet can be demonstrated 
against a wide range of genetic backgrounds. 

As a case in point, coronary heart disease, as well as 
cancer of the breast, has been relatively rare in Japan 


among people still living on the traditional Japanese diet, 


which is very different from our own. Among persons of 
Japanese descent living in Hawaii, and even more so 
among those living in California, the occurrence rates for 
these diseases approach those of other Americans. Once 
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persons of Japanese descent adopt our diet, genetic vulner- 
abilities emerge as readily as they have within the rest of 
our population. These latencies would have no chance for 
expression on traditional Japanese food. 

The larger universe of the epidemiologist effectively 
eliminates at least some discussions where antagonists are 
at cross-purposes. Once the difference between the deter- 
minant in disease and the determinant in rate of disease is 
understood, the rest is easy. For they are never the same 
thing. 

Under any given set of environmental pressures, indi- 
vidual genetic vulnerabilities will determine who falls ill, 
since obviously all persons are not affected in the same way 
by the same conditions. The determinant in individual 
disease is therefore genetic. 

It is only when we compare rates of disease in two or 
more populations—each with a different set of environ- 
mental circumstances and each encompassing the entire 
range of genetic vulnerabilities—that the role of the envi- 
ronment can be demonstrated. Population comparisons 
have shown that the determinant of the rate of disease is 
always environmental. 

One more distinction is useful to us here, that of 
Burkitt,? another epidemiologist, who defines the primary 
factor in a disease not as one in whose presence disease will 
always occur but as one in whose absence disease will not 
occur. It is a most helpful negative definition, for it 
indicates that the primary factor in mass disease is always 
the environmental insult. According to these distinctions, 
we could make a good case for diet as primary for acne if 
we could demonstrate enough absence of the disease in 
populations whose diets are unlike those of people in the 


West. 


Unfortunately, epidemiologic research on aene is limited 
and fragmentary. There is, however, some intriguing 
information on record. 

Recent, carefully done surveys of diseases in Kenya” 
and Zambia? report far less acne than we now find among 
young black people in this country. And G. D. Campbell, a 
diabetologist and epidemiologist in South Africa, is quoted 
as saying that acne became a problem when Zulus moved 
from villages to cities." 

Of great interest is an account of medical problems that 
emerged among groups of Eskimo after World War II.?^* At 
least coincidental with, and probably as a result of, a 
change to Western dietary habits came a succession of new 
diseases, ie, dental caries, obesity, acne, diabetes, athero- 
sclerosis, and coronary heart disease. In all of these 
diseases, including acne, it is probably always the totality 
of the diet and the ratios of fats, refined carbohydrates, 
and fiber that make the difference, not specific and 
particular foods like chocolate and eggs. 

Also of interest were associated developmental changes 
seen in the first generation of Eskimo reared on a Western 
diet. The children grew taller and heavier and the age of 
sexual maturity was significantly advanced." 

Assuming present knowledge is indeed consonant with 
an association between habitual diet and acne, what are 
the mechanisms that might be responsible for the relation- 
ship? 

One possibility is indicated by a number of investigators 
who have suggested an association between excess sebum 
production and high levels of dietary fats. The fact that 
sebum is fully synthesized in the epidermis does not 
exclude the possibility that synthesis might be affected by 
substrates derived from gut and blood lipids. While it is not 
generally remarked on, average blood cholesterol levels 
that may seem innocuous (160 to 180 mg/dL) are not 


194 Arch Dermatol—Vol 117, April 1981 


7 -p - ey mx sU TI Em 4 L^ 7 ^1 TAAS As - v4 ra srq aT H R <r 
me CUT. En TR ee Uo VERTUS JGWEWISWUITS rap ae Sa Se ae 
! 


ne 2.) en aa — n7 


desirable in children. These average levels for children in 
the United States are too high, bejng precursors of lipid 
levels 25% higher than is healthy in adulthood.” 

Another possibility is that the mechanism for acne is a 
function of accelerated maturation. In 1840, the average 
age of first menstruation in some European countries and 
in the United States was 16 or 17 years, about the same 
time that the skeletal system was fully maturing. Today 
the average age of first menstruation among well- 

ourished girls in this country is between 12 and 13 

ays, 29-5? 

‘One of the many reasons why pregnancy in these 

ildren carries increased risk is that, while hormone 
systems are operative, the pelvic structure and muscula- 
ture are not fully developed, making for a more difficult 
labor and delivery.” In a similar way, the anatomic and 
hormonal aspects of follicular function may be out of phase 
with each other. Observation of numbers of patients 
suggests that the secretion of sebum through a follicular 
opening not yet large and mature enough could explain 
much of acne’s course.?*^ 

Two factors have been suggested for early sexual matu- 
ration and uneven development of body systems. One is the 
well-known effect of increased hours of light in reducing 
pineal gland function so that there is decreased inhibition 
of gonadal development. The increase in hours of light each 
day from electric illumination could be one of the reasons 
why children in developed northern countries now mature 
earlier than children of primitive countries in tropical 
latitudes, although the reverse was once the case. 

The other influencing factor is almost surely diet. Sexual 
maturation in white women typically occurs at about 46 to 
48 kg (101 to 105 1b). The sooner this body mass is 
reached (regardless of and independent of the factors of 
age and height), the sooner the endocrine system is 
activated. American children continue to grow larger and 
heavier earlier. 

Unfortunately, no records exist to show whether acne 
was any less prevalent in the United States in 1840 than 
now. It should be possible, however, to compare the preva- 
lence of acne in ballet dancers—whose later menarche is 
probably related to their leanness*—with their fatter, 
earlier maturing classmates. 

Since it arrives along with puberty, none would deny 
that acne is a hormonally mediated disorder. For this 
reason, the epidemiology of another, and much more 
serious hormone-related disease—breast cancer—may be 
relevant. Breast tissue and sebaceous glands, having as 
much in common as they do, have already stimulated some 
study of possible associations.** 

Diet (fats) and body mass* both show straightfor- 
ward correlations with breast cancer, as evidenced by 
surveys in many countries. Diet also influences two other 
breast cancer risk factors—early onset of menstruation and 
late age at menopause, both of which lead to a longer 
period of hormonal stimulation of breast tissue.“ 

Studies of cancer in the female breast support the idea 
that hormone-dependent disease may be influenced by 
diet. It should not be inferred from this, however, that , 
young women with aene are at any special risk for breast 
cancer; in fact, just the opposite was reported in one 
study." 

What then is the proper response to the young person 
asking, "What should I eat?" As with atherosclerosis and 
coronary heart disease, regression of acne by diet alone 
could require more drastic restrictions than does preven- 
tion, and for a longer time than might seem practical for a 
disorder of limited duration. It is not clear whether we 
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"ool affect established acne by any kind of diet within any 


reasonable time. However, there are younger siblings who 
may benefit from advice, the patient may be only a few 
years from his or her own parenthood, and there may be 
even graver health risks ahead. Also, the dermatologist 
may be the one medical professional from whom the 
patient seeks advice about diet. 

Our advice, when patients and their families seem 
interested, is to suggest that they send $2.30 to the 
Superintendent of Documents, US Government Printing 
Office, Washington, DC, 20402, for a copy of Dietary Goals 
Jor the United States.' Those who have not read it will find 
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it concise, absorbing, and in some ways disturbing.. 
Our profession sees so much of this stubborn, sometimes 


intractable disorder, acne, that many have come to regard 


it as just another inevitable fact of life. We believe that it 
is not—that it is probably another result of a diet that is too - 
high in calories for our sedentary habits, too rich in fat, | 


salt, and refined carbohydrates, and too poor in vegetable 
fiber. 
E. WILLIAM ROSENBERG, MD 
BETTY S. KIRK 
Memphis 
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Original Contributions 


Cutaneous Manifestations of 


Lymphomatoid Granulomatosis 


Report of 44 Cases and a Review of the Literature 


CPT William D. James, MC, USA; COL Richard B. Odom, MC, USA; Anna-Luise A. Katzenstein, MD 


€ A review of records of 44 patients who had lymphomatoid 
granulomatosis (LYG) with skin lesions showed that cutaneous 
manifestations are protean and generally transient. Subcuta- 
neous or dermal nodules were present in more than 60% of 
cases. A maculopapular rash or macular erythema was less 
common, and ulceration was rare. Skin lesions were widely 
distributed. Frequently, in patients who had early cutaneous 
involvement with LYG, associated involvement of the nervous 
system and joints occurred. Findings from laboratory studies 
were generally inconclusive. Lymphomatoid granulomatosis 
progressed to lymphoma in 18% of the cases, and death from 
respiratory failure was common. Theories on the possible cause 
and the pathogenesis of LYG are presented. 

(Arch Dermatol 1981;117:196-202) 


ymphomatoid granulomatosis (LYG), a recently 
described form of pulmonary angiitis, has frequent 
extrapulmonary manifestations. The most common mani- 
festation, cutaneous involvement, was found in 16 (45%) of 
40 patients described by Liebow et al' in 1972 and in 39% of 


152 patients reviewed by Katzenstein et al. Our case is 


typical of patients with LYG. In addition, we have 
reviewed a group of 43 cases identified in the consultation 
files of Averill Liebow, MD. Thus, we report the cutaneous 
manifestations of LYG in 44 patients and the current 
theory of its cause and pathogenesis. Our data are then 
compared with that obtained through other studies. 


REPORT OF A CASE 


A 29-year-old woman was seen in the Dermatology Clinic, 
Letterman Army Medical Center, in October 1978, with an asymp- 
tomatic skin eruption of three weeks’ duration. She had taken 
estrogens orally for two years and had no known allergies. The 
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results of thyroid function studies done one year earlier for 
fatigue had been normal. In December 1977, she had been treated 
for fatigue, cough, and dyspnea; a chest roentgenogram was 
normal at that time. In July 1978, she had experienced arthralgias 
at the base of the right thumb and loss of sensation over the 
elbows. These symptoms had persisted and gradually worsened 
until cutaneous lesions appeared. 

Examination showed several small patches of macular erythema 
symmetrically distributed on the patient’s upper extremities and 
two smaller macules on the neck. Several firm 1 x 1-em nodules 
with overlying erythema on the lateral aspects of the thighs 
existed. The remaining physical examination results were 
normal. 

An elliptical biopsy specimen of one nodule showed a prominent 
dermal perivascular, periadnexal, and perineural lymphohistiocyt- 
ic infiltrate (Fig 1). No eosinophils or polymorphonuclear leuko- 
cytes were seen. Cellular morphologic structure disclosed mild 
atypia with an occasional mitotic figure (Fig 2). One area of 
vasculitis (Fig 3) was not appreciated initially. Results of Fite 
stains were negative, both in our laboratory and at the Armed 
Forces Institute of Pathology. 

Increasingly severe neuropathy developed in the patient’s arms 
and legs. Her arthralgias progressed to both hands and the right 
shoulder. The results of hand and chest roentgenograms; a liver- 
spleen scan; a complete blood cell count; antinuclear antibody 
(ANA) and rheumatoid factor tests; and HBsAg, ESR, lactic 
dehydrogenase (LDH), total protein and albumin, and routine 
blood tests were normal. An alkaline phosphatase level of 93 
mU/mL (normal, 30 to 85 mU/mL) and an SGOT level of 41 
mU/mL (normal, 7 to 40 mU/mL) rose slightly. 

Review of her clinical and histopathologic data, including her 
progressive neuropathy as well as the opinions of numerous 
consultants, led to treatment with dapsone (25 mg twice weekly) 
in late November 1978 for a form of leprosy. Two weeks later she 
was admitted to the hospital for shortness of breath of ten days’ 
duration, dyspnea, fatigue, chest pain, and temperature elevations 
to 39.9 °C. She had had a weight loss of 2.5 kg during the previous 
two weeks. 

On physical examination, the patient had a temperature of i 
39.5 °C and bibasilar rales. No hepatosplenomegaly or adenopathy 
existed. There were areas of decreased sensation to pinprick on 
the left forearm and both lower extremities. The skin lesions had 
cleared without residual scarring or pigmentation. 

A chest roentgenogram showed an ill-defined nodular, alveolar, 
confluent consolidation, primarily in the lower lobes bilaterally, 
with no hilar adenopathy. Admitting arterial blood gases on room 
air were as follows: Po., 67 mm Hg (normal, 80 to 100 mm Hg); 
Pco., 27 mm Hg (normal, 35 to 45 mm Hg); pH, 7.52 (normal, 7.38 to 
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Fig 1.—Low-magnification photomicrograph showing extensive perivascular mononuclear cell 
infiltrate within dermis (hematoxylin-eosin, original magnification x 80). 


1.44). The WBC count was 5,400/cu mm, and the hematoerit value 
was 33.4%. The serum electrolyte level and urinalysis findings 
were normal. Admission diagnosis was atypieal pneumonitis, for 
which the patient was initially treated with an oral erythromycin 
stearate. We believe that the short-term, low dose of daspone was 
unrelated to the clearing of the skin lesions. 

During hospitalization, test results were as follows: ESR, 48 
mm/hr; protein, 6.2 mg/dL; albumin, 3.12 g/dL (normal, 3.5 to 5.0 
g/dL); alkaline phosphatase, 123 mU/mL (normal, 30 to 85 mU/ 
mL); LDH, 367 mU/mL (normal, 100 to 225 mU/mL); SGOT, 67 
mU/mL (normal, 7 to 40 mU/mL); and serum folate, 1.8 ng/mL 
(normal, 3 to 21 ng/mL). Cold agglutinins, serum protein electro- 
phoresis, serum immunoglobulin levels including IgE, total com- 
plement, ANA, and fungal serologie test results were normal. 
Negative results were found in the following tests: sputum, urine, 
and blood cultures—including an acid-fast bacilli smear and cul- 
ture, viral titers for adenovirus and influenza A and B, and 
toxoplasmosis titers. The test for Epstein-Barr virus was positive 
by fluorescent antibody testing, but negative to ox cell hemagglu- 
tination, indicating a previous infection. Skin tests showed that 
the patient reacted to streptokinase-streptodornase but did not 
' react to PPD and coccidioidin. The results of chromosomal studies 
on peripheral leukocytes were normal. 

An open lung biopsy specimen disclosed a lymphohistocytic 
infiltrate that was angiodestructive and angiocentric. Cellular 
atypia and mitotic figures were noted. Immunologic and cyto- 
chemical studies on frozen sections of the lung biopsy specimen 
showed the cellular infiltrate to contain immunoglobulin-bearing 
cells comprising a normal mixture of A and A-bearing cells, ie, 
approximately twice as many K- as A-staining cells, T cells, and 
many macrophages. A review of the patient's clinical course and 
all biopsy material indieated the diagnosis of LYG. Charles R. B. 
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Carrington, MD, Stanford University, concurred in this diagno- 
sis. 

The patient was treated with prednisone, 100 mg/day, three 
weeks after admission. Her pulmonary symptoms, chest roentgen- 
ogram findings, and pulmonary function test findings improved 
during the next two months; however, severe cushingoid complica- 
tions developed. In March 1979, a large bulla developed under the 
patient's right breast. The biopsy specimen showed a subepider- 
mal bulla without dermal inflammation. Individual cell necrosis 
with many areas of homogenous, eosinophilic material was found. 
This material stained positively for IgG on direct immunofluores- 
cence microscopy. The lesion healed with scarring. 

Because of the cushingoid side effects, the patient was treated 
with cyclophosphamide, 150 mg/day, for its steroid-sparing effect. 
Central scotomata, believed to be secondary to migraine head- 
aches, were evaluated with computerized axial tomography and 
arteriography. The results of these studies were normal. 

The patient's condition steadily improved, except for peripheral 
neuropathy, which remained stable but failed to progress. After 
24-month follow-up, she had no arthralgias and no skin lesions. She 
still has mild shortness of breath. Her chest roentgenograms are 
clear, while liver function test results remain mildly elevated. She 
is presently taking 50 mg of cyclophosphamide and 25 mg of 
prednisone orally each day. 


PATIENTS AND METHODS 


Data from 44 patients with LYG and skin lesions were reviewed. 
Forty-three cases were identified in the consultation files of 
Averill Liewbow, MD, a pulmonary pathologist and an author of 
the original series of reports on patients with LYG. All 43 patients 
were reviewed by Katzenstein et al*; however, the cutaneous 
manifestations were not specifically reviewed or analyzed. Seven 
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Fig 2.—High magnification of cellular infiltrate showing pleo- 
morphic, hyperchromatic cells (hematoxylin-eosin, original mag- 
nification X 300). 
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Fig 3.—Photomicrograph shows infiltration of several vascular 
walls (top). Infiltrate is composed primarily of small lymphocytes 
with few atypical lymphoreticular cells (hematoxylin-eosin, origi- 
nal magnification x 300). 


cases have been reported elsewhere, individually.*'* The final case 
was ours. All had pulmonary lesions, 43 of which had biopsies 
performed. Biopsy confirmation of specific skin involvement was 
obtained in 34 cases. Skin lesions in the remaining cases were 
closely associated in time with the first diagnosis of the disease or 
relapse and could not be reasonably explained by any other 
condition, ie, by a drug reaction or infection. Clinical data and 
follow-up information were obtained from the referring physician 
or the patients themselves. Since we did not have access to hospital 
charts, details of clinical and laboratory data were not always 
available. 


RESULTS 


We tabulated data on the age, sex, and system involve- 
ment of the 44 patients (Table 1), and the type and 
distribution of the skin lesions (Table 2). The skin lesions 
were erythematous or purplish and were one to several 
centimeters in diameter. In four cases, ulceration occurred 
on.the legs. Eighty-five percent of the extremity lesions 
were symmetrical. The only asymmetrical lesions were of 
an isolated, deep nature on a lower extremity. 

The relationship of onset of skin lesions was compared 
with the onset of pulmonary lesions in all patients (Table 
3). In group 1, skin lesions appeared first in 15 patients; in 
group 2, thirteen patients had skin and pulmonary lesions; 
and in group 3, sixteen patients had pulmonary lesions 
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first. Ten percent of all patients with LYG were initially T 
seen with skin lesions before the onset of lung lesions. 

Six patients had symptomatic skin lesions; three com- 
plained of tenderness, two of pruritus, and one of both 
tenderness and pruritus. 3 

Five patients had skin lesions and neuropathy before 
lung lesions, representing 11% of the 44 patients with 
known modes of onset and 3396 of patients who had skin 
manifestations before pulmonary lesions. Another patient 
who had skin lesions one month before pulmonary lesions 
had a peripheral neuropathy on admission for workup of an 
abnormal chest roentgenogram. Five of the six patients 
had symmetrical neurologic involvement of the legs: weak- 
ness in three patients and paresthesias in two. Skin lesions 
were protean and not limited to the legs. Bell's palsy 
developed in one patient. No difference in age at onset, sex 
preponderance, or course of disease was detected when 
these six cases were compared with the entire group of 44 
patients. 


Histolgic Data 


The histopathologic appearance of the lung lesions has 
been described. A skin biopsy was performed on 34 
patients, and 22 of the descriptions or slides were available. 
Angiocentric, angioinvasive vasculitis with a polymorphic 
infiltrate was present in only a small number. Although 
polymorphonuclear leukocytes and multinucleated giant 
cells were rare, mixtures of mature lymphocytes, plasma- 
cytoid cells, plasma cells, histiocytes, and atypical lympho- 
reticular cells were common. Eosinophils were occasionally 
present in small numbers. Epidermal involvement with 
spongiosis existed in two cases and ulcerations in another. 
With dermal involvement, the infiltrate was usually pres- 
ent in every layer. Frequently, the subcutaneous tissue was 
also involved and, at times, was the only feature. The depth 
of invasion closely corresponded with the appearance of the 
clinical lesions. 

A striking feature was the high percentage of involve- 
ment of the appendages and nerves. Hair, sebaceous 
glands, eccrine glands, and nerves were seen, at times, to 
be engulfed with and being destroyed by the polymorphic 
infiltrate. Late lesions often lacked appendageal struc- 
tures. 


Laboratory Data 


Laboratory data, in general, were inconclusive. The 
hemoglobin value was normal in 14 (58%) of 24 patients; ten 
patients were anemic. The WBC counts were high in five 
patients and low in six, with a normal range of 4,000 to 
10,000/cu mm in the 14 other cases. The lowest count 
recorded was 2,000/cu mm and the highest was 15,200/cu 
mm. The ESRs were normal in four of the eight cases 
recorded. In agreement with other reports,’ test results of 
serum protein electrophoresis, immunoglobulin levels, 
ANA determinations, and rheumatoid factor were usually 
normal or negative. One case of a high IgE level was the 
notable exception. Mild elevation of liver function test 
results occasionally showed liver involvement. 

Five of ten patients with specified skin testing results ' 
were anergic. In two instances, attempted topical sensiti- 
zation through dinitrochlorobenzene was unsuccessful.** T- 
and B-cell markers and the result of a nitroblue tetrazolium 
test for phagocyte function were normal in one patient 
tested.‘ 


Roentgenographic Manifestations 


Results of roentgenographic manifestations are pre- 
sented in Table 4. Nodular lesions, most common in the 
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Table 1.—Sex and System Involvement in Lymphomatoid 
Granulomatosis 


No. (96) 
of Patients 
44 


Total* 





28(64) 








M/F ratio 








System involvement in review cases with skin lesions 
Pulmonary 44(100) 
Peripheral nervous system 8(18) 
CNS 6(13.5) 
Joints (arthralgias or arthritis) 7(16) 






Oral or nasopharyngeal (ulcers) 3(7) 





*Average age was 49 years (range, 19 to 77 years). 


Table 2.—Types and Distribution of Skin Lesions in 
Lymphomatoid Granulomatosis* 


Type 
Subcutaneous nodules 21(36) 
Dermal nodules 
Maculopapular eruptions 
Macular erythema 


Ulcers 


Distribution 
Generalized 


Legs only 
Trunk only 
Face only 
Arms only 





*Four occurrences of which distribution was not recorded. 
TForty-four initial lesions and 15 recurrent lesions. 


middle and lower lung fields bilaterally, simulated metas- 
tatic disease, whereas the diffuse infiltrate resembled 
infection. 


Clinical Course and Treatment 


Skin lesions cleared spontaneously in ten patients, and 
after therapy in 35 (Table 5). Of those 25 patients receiving 
treatment, 15 responded to prednisone (20 to 60 mg/day), 
the most commonly prescribed medication. The remaining 
patients received prednisone plus chemotherapy, only 
chemotherapy, or only antibiotics. One patient received 
radiation therapy. The lesions did not clear faster with any 
partieular mode of therapy. 

Lymphomatoid granulomatosis in the six patients whose 
skin lesions did not respond to therapy was of a progres- 
sive, unremitting nature. This type of disease pattern was 
seen in four patients with ulcers. The fifth patient's 
condition progressed to lymphoma, and the sixth commit- 
‘ted suicide while undergoing treatment. 

Data on the 15 recurrences of skin lesions are also 
presented in Table 5. Almost two thirds of the patients 
whose conditions relapsed had their first skin lesions 
before lung lesions developed. Recurrences were either at 
the same skin level or deeper; nine of 14 patients had deep 
dermal or subcutaneous nodules on recurrence. Lesions 
tended not to recur in the original sites. 

Lymphoma developed in eight patients, usually of an 
unclassified type, during the course of their disease. The 
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Table 3.—Relationship of Onset of Skin Lesions to Pulmonary 
Lesions 


Group 1.—Skin Lesions Preceding Lung Involvement 











No. (96) 15(34) 
Interval* 
Median 3 mo 
Range 2 wk-9 yr 
Group 2.—Simultaneous Skin and Lung Involvement 
No. (96) 13(30) 
Group 3.—Skin Lesions After Lung Involvement 
No. (96) 16(36) 
Intervalt 
Median 4 mo 
Av 4.2 mo 






Range 1 wk-18 mo 





*Known in 13 patients. 
*Known in 15 patients. 


group had a mean age of 53 years (range, 24 to 69 years). 
Four were women and four were men. The average time 
from the diagnosis of LYG to the onset of lymphoma was 
5.6 months (range, one to ten months). No pattern of initial 
presentation could be correlated with later development of 
lymphoma. Six patients died of lymphoma, four within one 
month of the diagnosis of lymphoma, and one within eight 
months. The other lived four years after diagnosis, receiv- 
ing cyclophosphamide, vincristine sulfate, and prednisone 
and later was treated only with prednisone. A supraorbital 
lesion was successfully treated with radiation therapy in 
her case.* After receiving no therapy, one patient is alive 
and well 55 months later. There has been little follow-up in 
this last case, however. 

Therapy for the 44 patients ranged from no treatment to 
antibiotics, steroids, and several types and combinations of 
chemotherapeutic agents. Unfortunately, the exact dos- 
ages of the various drugs and the length of treatment were 
not known in each case. No particular mode of therapy 
could be correlated with remission or cure rates. 

The overall course of the disease, specific data relating to 
skin lesions, survival time, and follow-up periods are shown 
in Table 6. 


COMMENT 


More than 175 cases of LYG have been reported since the 
disease was first described by Liebow et al' in 1972. 
Cutaneous lesions are reported in 40% to 45% of cases. 
Besides the 44 cases with skin involvement analyzed 
herein, 19 others have been described. Thus, it is 
important that the dermatologist be fully aware of the 
spectrum of this severe, systemic disease. 

Lymphomatoid granulomatosis is primarily a pulmonary 
angiitis with a high incidence of extrapulmonary involve- 
ment. In a review of 152 patients, Katzenstein et al? found 
cough, shortness of breath, and chest pain to be the initial 
complaints in 55.6%, 28.9%, and 13.4% of cases, respectively. 
Our cases showed a similar propensity for chest symptoms. 
Fever, malaise, weight loss, and myalgias were also com- 
mon, with fever present initially in almost 60% of cases. 
Pulmonary lesions developed in all patients during the 
course of the disease, and respiratory failure was the most 
frequent cause of death. 

Skin is the extrapulmonary organ most commonly 
involved in LYG. Skin lesions of protean nature may occur 
at any stage of the disease. Unusual variants of skin 
lesions reported include one case each of vesicular lesions," 
generalized iethyosis, annular lesions with central clear- 
ing," and two cases of alopecia.” 

In our review, we found that cutaneous lesions are 
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Table 4.—Roentgenographic Manifestations of LYG 


Type 












Multiple rounded mass densities 28 (70) 
Diffuse fluffy infiltrate 11 (27.5) 
Hilar adenopathy 1 (2.5) 


Total 40 


Additional features 
Pleural effusion 3 (All had nodular lesions) 


Unilateral lesions 6 (All had nodular lesions) 
Upper lobe involvement 1 
Hilar adenopathy 1 Additional 





generally asymptomatic. Anhidrosis in one patient may 
reflect the periadnexal quality of the infiltrate. 

Skin lesions may be transient, even when left untreated. 
Since laboratory findings may be entirely normal, diagno- 
sis rests with histopathologic examination. If a clinically 
characteristic setting exists and the biopsy specimen shows 
invasion and destruction of skin adnexa and blood vessels 
by an atypical polymorphous infiltrate, the diagnosis may 
be based on the skin biopsy specimen. These findings may 
preclude further invasive procedures in an already severely 
ill person. 

The central and peripheral nervous systems are involved 
in approximately one third of the patients.” The CNS signs 
of the disease may include Bell's palsy, diplopia, transient 
blindness, proptosis, deafness, and vertigo.’ Late involve- 
ment with CNS lymphoma can occur." In this series, 
peripheral neuropathy was frequently an early complaint, 
usually appearing as symmetrical paresthesias of the lower 
extremities. Lower-extremity weakness, also usually sym- 
metrical, is secondary to motor nerve involvement. Electro- 
myograms may be normal or show evidence of neuritis. 
Three of five patients described in the literature who were 
initially seen with cutaneous lesions also had peripheral 
neuropathy before lung involvement.''^^ 

Three patients in this review had lesions in the upper 
respiratory tract. Polymorphic reticulosis*'** seems to be 
histopathologically identical to LYG but involves primarily 
the upper respiratory tract. 

Sixteen percent of our reported patients with LYG 
complained of arthralgias, usually early, but no pattern of 
joint lesions was found. This complaint is seldom docu- 
mented in the literature. A biopsy specimen of the syno- 
vium confirmed histologic evidence of LYG in one 
patient. 

Hepatomegaly, splenomegaly, and lymphadenopathy 
occurred in 18%, 12%, and 8% of patients, respectively. 

Involvement of other organs, though common, is gener- 
ally not clinically important. Thus, lesions of the kidney, 
adrenal glands, and heart may be found at autopsy. The 
kidney shows no glomerulonephritis, but rather nodular 
parenchymal involvement with vasculitis. 

Roentgenographic investigation of the lungs is neces- 
sary and will usually yield abnormal results. Singh and 
Hellstrom,” however, reported one case in which there was 
no pulmonary involvement. Bilateral nodules are most 
common, but hilar adenopathy is distinctly uncommon. 

Histopathologically, the infiltrate in most organs is 
characterized by angiocentricity, angioinvasion, and 
angiodestruction and contains atypical lymphohistocytic 
cells. There is a polymorphous mixture of mature lympho- 
cytes, plasma cells, histiocytes, and atypical lymphoreticu- 
lar cells.2 Eosinophils are few and polymorphonuclear 
leukocytes are rare. The degree of cellular atypism varies 
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Total No.(96) cleared 35 (78) 
Spontaneous 
With therapy 


Av length of time lesions present, mot 
Spontaneous 


With therapy 


Spontaneous and with therapy 1.9 


No. (96) unresponsive to therapy} 6 (13) 
Other,§ No. (96) 4 (9) 


No. of recurrences of skin lesions in 14 patients|| 
No. of occurrences 
Cleared on recurrence 
Signaled onset of lymphoma 
No data on eventual outcome 
*Forty-five occurrences with adequate data. 
tNineteen occurences with adequate data. 
iLength of time present, eight months average (until death). 
§Present at death; however, death occurred less than one month/after 
presentation and little or no therapy was undertaken. 
||Thirteen patients—the remaining case had intervals of nine years and 
five years for each of two recurrences. Average time to recurrence was 8.5 
months. 


Table 6.—Course of the Disease* 


No. (96) alive 12 (29)7 
Free of disease 9 
With disease 
No. (96) dead 30 (71) 
Died with skin lesions 11 
Survival time, mo 5.9 
Range time to death, mo 1-18 


Died free of skin lesions 16 
Survival time, mo 13 


Range time to death 4 days-10 yr 
Died with skin status unknown 3 
Survival time, mo 7 
*Forty-two patients with follow-up information. 


+Average follow-up of patients free of disease was 62 months; patients 
with disease, 25 months. 


greatly from patient to patient and even from organ to 
organ within the same patient. Small- to medium-sized 
arterioles and veins are involved; an elastic stain may help 
to identify residual vessel walls.’ 

A skin biopsy specimen shows gradations of these find- 
ings. A polymorphous perivascular infiltrate was present 
in most cases, but vasculitis was seen in only a minority of 
cases. The level of involvement—high, middle, or lower 
dermis or subcutaneous tissue—correlates well with the 
clinical findings of macular erythema, dermal nodules, or 
subcutaneous nodules, respectively. Involvement of subcu- 
taneous vessels with destruction or occlusion resulting in 
fat necrosis may lead to the diagnosis of panniculitis. 
Degrees of cellular atypia and the extent of angiodestruc- 
tion with necrosis vary greatly. The combination of periap- 
pendageal and perineural inflammation with a polymor- 
phous infiltrate may suggest leprosy. | 

One ease, in which simultaneous skin and lung lesions 
were the initial signs, was diagnosed solely on the basis of 
skin biopsy findings. If the initial signs and symptoms are 
classic and the histopathologic appearance of the skin 
lesions is characteristic, the morbidity of an open lung 
biopsy in a severely ill patient may be avoided. 

When a patient's condition shows a constellation of 
findings, as previously discussed, the primary considera- 
tions in differential diagnosis include (1) classic Wegener's 
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‘granulomatosis (CWG), (2) limited Wegener’s granuloma- 
tosis (LWG), (3) lymphofna, (4) allergic granulomatosis of 
Churg and Strauss, and (5) metastatic carcinoma. 

1. Classic Wegener’s granulomatosis is characterized by 
necrotizing angiitis of the upper and lower respiratory 
tracts and the kidneys, as a focal glomerulonephritis.? The 
first complaints in CWG are commonly related to naso- 
pharyngeal lesions. Generalized lesions may also be found 
in other organ systems; skin lesions occur in 40% of 
patients and neurologic symptoms in 20%. Lesions in CWG 
appear more frequently on the lower extremity, are more 
likely to uleerate, and are less likely to resolve spontaneous- 
ly than the lesions of LYG. Histologically, the infiltrate 
shows no cellular atypia. Classic Wegener’s granulomatosis 
responds readily to cyclophosphamide therapy. 

2. Pulmonary lesions of limited Wegener’s granulomato- 
sis are identical to those found in CWG, but no glomerulo- 
nephritis exists." Although lesions are generally confined 
to the lung, other sites, especially the skin, may be 
involved. The female-to-male ratio in LWG is 3:2, the 
opposite of that found in LYG. The central and peripheral 
nervous systems are rarely involved. The disease is differ- 
entiated from LYG by the mononuclear nature of the cells 
and by the degree of atypicality of the infiltrate in LYG. 
. 3. Malignant lymphoma involves the reticuloendothelial 
system; lymphadenopathy, hepatosplenomegaly, and en- 
larged hilar lymph nodes characterize this disease. Lym- 
phoma lacks the mixture of mononuclear cells with a large 
component of normal inflammatory cells as well as the 
necrotizing angiitis found in LYG. 

4. Characteristies of allergic granulomatosis of Churg 
and Strauss include a history of asthma and the presence of 
eosinophilia in both blood and tissue.^** Histologically, 
numerous eosinophils and palisading histiocytes surround 
areas of necrosis. 

5. Metastatic carcinoma is commonly the working clini- 
cal diagnosis in LYG.” Although the initial chest roentgen- 
ogram may strongly suggest this disease, the pulmonary 
nodules and infiltrates in LYG often wax and wane 
rapidly.*^ Tissue biopsy findings of skin nodules or lung 
lesions will quickly differentiate the two diseases. 

In a patient with skin lesions but no pulmonary lesions, 
lymphomatoid papulosis, periarteritis nodosa, infectious 
granulomatous disease, sarcoidosis, erythema nodosum, 
and Weber-Christian disease enter the differential diagno- 
sis. A skin biopsy will aid in establishing the correct 
diagnosis. 

Skin involvement occasionally occurs in benign lympho- 
eytie angiitis and granulomatosis. This disease is charac- 
terized by nodular collections of mature lymphocytes and 
plasma cells, with preponderant pulmonary involvement, 
frequent elevation of serum immunoglobulin levels, intact 
cell-mediated immunity, and a consistent response to 
chlorambucil?^* How this entity relates to the classifica- 
tion of CWG, LWG, and LYG is not yet known; Fauci” 
speculates that it may actually be an early or forme fruste 
manifestation of LYG. 

Lymphomatoid granulomatosis leads to death from res- 
piratory failure in a high percentage of cases. A mortality 
of 63.576 among 148 patients with a mean survival of 11.3 
months has been reported.” Our statistics closely resemble 
those already reported; although most patients died shortly 
after diagnosis, some have lived a long time in a disease- 
free state with little or no treatment. 

No one mode of treatment has been found to be clearly 
superior to any other. Glucocorticoids given for systemic 
effect in high dosages over a long time are believed to be 
superior to other forms of therapy.” Few patients have 
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had better results from various combinations of chemo- 
therapeutic agents. However, Fauci et al” state that early 
treatment with cyclophosphamide and alternate-day gluco- 
corticoids results in a high percentage of complete remis- 
sion. 

Shank et al' reported two cases in which isolated lesions 
responded well to relatively low-dose radiotherapy. Surgi- 
cal excision of two unilateral lung nodules resulted in an 
apparent cure. 

Katzenstein et al’ identified factors determined to be of 
prognostic value. Those features with favorable effect 
were the absence of symptoms and the presence of unilat- 
eral lung lesions. Histologically, the presence of many 
small lymphocytes and histiocytes, greater than 10% plas- 
ma cells, and a strong fibroblastic response affected the 
prognosis favorably. Those factors associated with a poor 
prognosis were (1) onset before 25 years of age, (2) a high 
WBC count, (3) neurologic manifestations, and (4) hepato- 
megaly. The presence of many atypical lymphoreticular 
cells was associated with a poor prognosis. Involvement of 
the skin did not affect prognosis. 

The cause and pathogenesis of LYG remain unknown. 
Few clues have been added since Liebow et al' first 
discussed various possibilities, including (1) possible exis- 
tence of an oncogenic viral infection, particularly the 
Epstein-Barr virus, (2) existence of a chronic autoimmune 
disease with prolonged stimulation of the immune system, 
and (3) the possibility that the disease may be secondary to 
an immunodeficiency state. 

Two electron microscopic studies investigating the role 
of the Epstein-Barr virus have failed to show viral parti- 
cles,'^^" and one cell culture study disclosed no viral repli- 
cation.* Serum antibodies, while sometimes indicating past 
infection with this virus, fail to provide a direct etiologic 
link. 

Testing for autoimmune disease has also proved fruit- 
less. Its relationship to known antibodies has not been 
recorded, and immunoelectrophoresis and quantitative 
immunoglobulin levels are generally normal In our 
patient (development of an isolated skin blister with 
histologic features of graft-vs-host disease and positive 
immunofluorescence findings for immunoglobulin), chro- 
mosomal studies for evidence of chimerism seemed partic- 
ularly indicated, as lymphoid chimerism has suggested the 
possibility that a severe graft-vs-host reaction may 
result. 

No reason for the development of graft-vs-host disease 
was clinically apparent; however, if lymphoid chimerism 
were present, this might help explain the biopsy findings 
and even the development of the disease. Results of the 
test, however, were normal. To our knowledge, no other 
report to date has investigated this aspect of the disease. 

In one immunofluorescence microscopy study on lung 
tissue, C3 complement was found in blood vessel walls 
beneath the endothelium. In one case," positive immuno- 
fluorescence microscopy of lesional skin for IgM and C3 at 
the dermo-epidermal junction was present. This finding 
was noted by John A. Zitelli, MD (written communication, 
October 1979). In another case, direct and indirect immu- 
nofluorescence microscopy findings were normal on skin 
and peripheral blood specimens, respectively. Further 
immunologic testing of this disease, including analysis of 
fresh tissue specimens by various immunologic techniques, 
should be done. Skin lesions offer an ideal opportunity to 
carry out these studies, as they are both common and easily 
accessible for biopsy. 

Immunodeficiency has not been found in the majority of 
cases; however, several cases do show anergy to skin 
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testing.**'* One case tested for lymphocyte response to 
phytohemagglutinin was abnormal," and several attempts 
to sensitize persons with dinitrochlorobenzene failed.'*-'*-*! 
An immunodeficient state may be the underlying problem 
in some cases, but whether it is a primary event or a 
secondary response to the disease is unknown. 

In two patients, LYG developed on the background of 
long-term iatrogenically induced immune suppression. One 
patient had undergone a renal transplant," and one was 
being treated for pemphigus.” A deficiency of suppressor 
T cells would be consistent with the development of a 
chronic stimulation of the immune system. 

The frequent development of lymphoma is a final clue 
that may help us understand the cause of LYG. Lymphoma 
developed in 18% of our patients, a figure similar to that of 
Katzenstein et al.* The type of lymphoma, though difficult 
to classify, is similar to immunoblastic sarcoma.*'*'*?* It 
seems that long-term antigenic stimulation in a setting of 
an altered immune system might play an etiologic role in 
the pathogenesis of this subtype of lymphoma." Lympho- 
matoid granulomatosis and the lymphoma, into which it 


LE E | - - e 
— M m Be 4 - rd t JA = EN" = TN 2 Ü 
l'A* ha ES > 4 € vts $ ` ^ : - 
» D YSIS y NL * LR NN. Lu 
A= n b b et jt NE a e Fst hc 4 - 7 oS hw. éUES ‘ , 
P " "ior did | e d di d ' ^ ° 
t i , 


eventuates, often involve the CNS. In the series of Matas 
et al^ the lymphoma that developed in one third of 
allograft recipients was confined to the brain or spinal 
cord. | 

Lymphomatoid granulomatosis should be suspected 
when a patient with febrile pulmonary disease, possibly 
also manifesting neuropathy and arthralgias, is assessed 
for skin lesions. Diagnosis of this serious systemic disease 
may be made on skin biopsy and may spare a desperately ill 
patient the ordeal of a lung biopsy. 


Cases were reviewed in the Averill A. Liebow Pulmonary Pathology 
Colleetion, which is supported by National Insitutes of Health grant 779. 
Roger A. Warnke, MD, Pathology Department, Stanford University School 
of Medicine, performed the immunologic and cytochemical studies. Charles 
Carrington, MD, Pathology Department, Stanford University School of 
Medicine, was an advisor, and several physicians provided follow-up infor- 
mation. 


Nonproprietary Name and Trademark of Drug 


Vincristine sulfate— Oncovin. 
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Cutaneous Sareoidal Granulomas and 


the Development of Systemic Sarcoidosis 


Ruth Hanno, MD; Andrew Needelman, MD; Richard A. Eiferman, MD; Jeffrey P. Callen, MD 


e Studies of patients with systemic sarcoidosis have indicated 
that those patients with cutaneous lesions have a poorer prog- 
nosis with a greater incidence of symptomatic pulmonary and 
ocular sarcoidosis. We examined 18 patients who had biopsy- 
proved cutaneous sarcoidosis for evidence of systemic involve- 
ment. Of the 13 patients who had no history of previously 
documented sarcoidosis, six had no evidence of systemic dis- 
ease on history and physical examination, chest roentgenogram, 
pulmonary function testing, ocular examination, skin testing, and 
baseline laboratory testing. The seven remaining patients had 
evidence of sarcoidosis in another organ system, but six of the 
seven. were essentially asymptomatic and required no therapy. 
The poorer prognosis associated with cutaneous sarcoidal gran- 
ulomas drawn from populations with proved systemic sarcoido- 
sis does not seem to apply to generally healthy outpatients with 
skin lesions as the initial manifestation of their disease. 

(Arch Dermatol 1981;117:203-207) 


E sarcoidal granulomas are reported to occur in 
10% to 35% of patients with systemic sarcoidosis.’ 
Extensive reviews of patients with systemic sarcoidosis 
have indicated that the presence of cutaneous sarcoidal 
granulomas portends a graver prognosis with the more 
frequent occurrence of pulmonary fibrosis and uveitis.*-** 

We studied patients who had asymptomatie skin lesions 
that, on biopsy, showed typical changes consistent with 
cutaneous sarcoidosis. It was our impression that cuta- 
neous sarcoidal granulomas frequently occurred in the 
‘absence of other subjective and objective evidence of 
systemic sarcoidosis. We attempted to determine whether 
the serious prognosis associated with cutaneous lesions in a 
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population of patients who have systemic sarcoidosis holds 
true for generally healthy outpatients who have solely 
cutaneous sarcoidosis and who are without previous history 
of the disease. We also attempted to delineate the workup 
required when an otherwise asymptomatic patient has 
cutaneous sarcoidal granulomas. 


MATERIALS AND METHODS 


Twenty-one patients with biopsy-proved cutaneous sarcoidal 
granulomas were identified through a screening of skin biopsy 
specimen reports from 1974 through 1979 at the Central Regional 
Reference Laboratory, Louisville. All slides were reviewed by 
dermatopathologists at the University of Louisville. The diagnosis 
of sarcoidal granuloma was confirmed by independent histological 
review, and other conditions were excluded by special stains for 
microorganisms and by polarization microscopy for foreign-body 
material. 

Hospital and outpatient charts for each patient were reviewed 
with reference to clinical presentation, the presence of previous or 
concurrent illness, findings on chest roentgenogram and laborato- 
ry evaluation, and response to therapy. 

Of the 21 patients identified, one had died of an unrelated 
disease and two could not be contacted for further follow-up 
evaluation. 

The remaining 18 patients were divided into two groups. Group 
A was defined as patients who had had a diagnosis of sarcoidosis 
based on the biopsy specimen taken from another organ system 
before they had a cutaneous lesion. Five patients were in this 
group. Group B consisted of patients who had had no previous 
history of sarcoidosis when the skin biopsy specimen diagnosis 
was made. There were 13 patients in this group. 

All patients were contacted and examined by one of the 
investigators (R.H. or J.P.C.). Skin testing was performed with 
intermediate strength PPD, mumps, and Candida antigens. 
Results were assayed at 48 hours. Pulmonary function tests, 
including spirometry, lung volumes, and carbon dioxide diffusing 
capacities were performed in the pulmonary division of the 
University of Louisville. Complete ophthalmologic examination 
was done at the Kentucky Lions Eye Institute, Louisville. Visual 
acuity studies and slitlamp examination were performed in each 
case. A chest roentgenogram was obtained if one had not been 
done within the previous 12 months. 
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Follow- 
Patient up 
No./Age, Period, 
yr/Sex yr 


1/31/F 4% 


Skin 
Lesions 


Single keratosis 
on forehead 


Presentation 


Axillary nodes af- 
ter mastecto- 
mies 

Adenopathy; fev- 
er; weight loss; 
skin lesions 

Pulmonary symp- 
toms; node 
biopsy 

Node biopsy 


2/28/F 2% Papules and 


plaques on legs 


3/50/F 3% Papules on lower DIF 


extremities 


4/30/F Nodules on 
knees; nodules 
on dorsa of 


hands 


Infiltrated plaques 
on right part of 
neck into 
preauricular 
area; papules 
on back and 
knees 


5/37/F 2 


Pulmonary symp- 
toms 


*BHA indicates bilateral hilar adenopathy; DIF, diffuse interstitial fibrosis. 


RESULTS 
Patient Population 


Fifteen women and three men were studied. Ten were 


white and eight were black. Their ages ranged from 28 to 
84 years, with a median age of 40. Follow-up periods 
ranged from six months to six years, with an average 
follow-up time of two years. 


Group A (patients with previously diagnosed sarcoidosis) 


consisted of five women (Table 1). Three were white and 


two were black. Their ages ranged from 28 to 50 years, with 
an average age of 31. Sarcoidosis had been diagnosed from 
lymph node biopsy specimens from two to ten years before 
the patients had their skin lesions; the average time 
between original diagnosis and the onset of skin disease 
was 5.4 years. None of these patients gave a history of skin 
disease other than an occasional biopsy-proved skin cancer 
before their presentation to the dermatologist with cuta- 
neous sarcoidosis. There was no history of erythema nodo- 
sum. Four of these five patients had previously had 
pulmonary sarcoidosis diagnosed by chest roentgenograph- 
ic examination and had received steroids given for sys- 
temic effect for their pulmonary disease. The remaining 
patient had a history of bilateral radical mastectomies for 
breast carcinoma with sarcoidal granulomas noted on 
microscopic examination of multiple axillary nodes after 
each radical mastectomy. She had had no further evidence 
of sarcoidosis until her single skin lesion appeared, and she 
had had no therapy for her disease. None of the patients in 
group A had a history of sarcoidal involvement of any 
organs other than the lung and lymph nodes before the 
development of their skin eruption. Follow-up periods since 
the development of the skin lesions ranged from one to 4% 
years, with an average follow-up time of 2.7 years. 

Group B (without a previous diagnosis of sarcoidosis) 
consisted of ten women and three men (Table 2). Six were 
black and seven were white. Their ages ranged from 29 to 
84 years, with an average of 46.5 years. None had had a 
previous history of sarcoidosis, and none gave a history of 
skin disease that suggested cutaneous sarcoidosis or ery- 
thema nodosum that had resolved before their presenta- 
tion to the dermatologist. Follow-up periods ranged from 
six months to six years, with an average of 1.9 years. 
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Chest 
Roent- 
genogram* 
Normal 


BHA and DIF 


BHA and DIF 


Pulmonary 
Function 
Test 
Results 


Normal 


Diffuse 
Capacity 
Normal 


Ocular 
Examination 


Normal 


Skin Test 
Results 

Candida 
Mumps 
PPD 
Candida 
Mumps 
PPD 
Candida 
Mumps 
PPD 
Candida 
Mumps 
PPD 


Restrictive Normal Inactive uveitis 


Restrictive Not 
done 


Keratoconjunctivi- 
tis sicca 
Normal 


Normal Normal 


Candida 
Mumps 
PPD 


Normal Normal Inactive uveitis 





Cutaneous Lesions 


Group A.—One patient had a single facial violaceous 
nodule. The other four patients in this group had multiple 
lesions in at least two body areas. Three had erythematous 
to violaceous papules and nodules on both legs; one also had 
violaceous papular lesions on the hands. A fifth patient had 
infiltrated erythematous plaques over the right side of the 
neck extending into the preauricular area. 

Group B.—The 13 patients in this group had multiple 
lesions in at least two separate areas of the body (ie, face 
and trunk). One patient had lupus pernio, with symmetri- 
cal, deep, violaceous nodules involving the alae nasi, cheeks, 
and ears. Three patients had orange-red facial plaques 
with prominent telangiectasia (so-called angiolupoid sar- 
coidosis). The other nine patients had scattered erythema- 
tous to violaceous papules and plaques. The most common 
location for these was on the lower extremities, followed, in 
order of decreasing frequency, by their appearance on the 
upper extremities, face, neck, and trunk. 


Physical Examination 


Group A.—Only one patient had lymphadenopathy on our 
examination, although all had reported it in the past when 
their original diagnosis was made. No one in this group had 
hepatosplenomegaly, bone swelling, or other abnormalities 
on general physical examination. 

Group B.— Physical examination of one patient revealed 
hepatosplenomegaly, but a diagnosis of chronic lymphocyt- 
ic leukemia had been made on this patient 12 years before 
our examination and hepatosplenomegaly had been 
reported since then. One patient had hepatomegaly that 
was proved on later biopsy to be caused by sarcoidal 


infiltration. One patient had fever. Other than these: 


findings, the general physieal examination was unremark- 
able in this group of patients. 


Pulmonary Findings 


Group A.—Four patients in this group had abnormal 
chest roentgenograms, two with both interstitial fibrosis 
and hilar adenopathy, one with only hilar adenopathy, and 
one with only interstitial fibrosis. Two of the patients with 
interstitial fibrosis had restrictive defects on pulmonary 
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D Table 2.—Patients With No History of Sarcoidosis (Group B) 



































































































































































































































Patient 
No./ Pulmonary a 
Age, yr/ Follow-up Chest Function Diffuse Ocular Skin Test : 
Sex * Period, yr Skin Lesions Roentgenogram* Test Results Capacity Examination Results x 
Lupus pernio; Normal Normal Normal Normal Not done 4 
nodules on E 
forehead, but- 3 
tocks, and arms F 
2/40/F Nodule on fore- Normal Not done Normal Candida S 
head, middle Mumps 2+ E. 
finger, and feet PPD i 
3/56/M Plaques on Not done Normal Not done * 
hands; scaly le- 4 
sions on trunk 7 
4/42/F Angiolupoid sar- Mild combined Candida 0 7 
coidosis; pap- defect Mumps 0 i 
ules on legs PPD 0 
Papules on abdo- Normal Normal Normal Normal Candida 0 E. 
men lateral to Mumps 2+ be 
scar; papules PPD 0 1 
on neck and É 
arms L 
6/47/M Maculosquamous, Norma! Obstructive Normal Candida 4 
patchy dermati- Mumps 0 $ 
tis PPD i 4 
7/53/F Multiple papules Normal Normal Candida ;M 
on knees Mumps 24 : 
PPD : 
8/31/F Papules on right Obstructive Inactive uveitis Candida É 
arm, leg, and Mumps 2+ oe 
face PPD = 
9/29/F Nodules on el- Normal Not done Candida 3 
bows and knees Mumps 0 Pe | 
PPD 3 
10/72/F Plaques on lower Normal Inactive uveitis Candida 4 5 
parts of legs Mumps 0 { 
PPD 0 d 
11/50/F Angiolupoid sar- Normal Restrictive Normal Normal Candida 0 a 
coidosis; pla- Mumps 0 | 
ques on hands PPD 0 4 
12/31/F Angiolupoid sar- Normal Normal Unsatisfactory Keratoconjunc- Candida 0 1 
coidosis; pap- tivitis sicca Mumps 0 3 
ules on legs PPD 0 4 
13/35/F Plaques on fore- Diffuse nodular Normal Candida 0 j 
head, nose, and pattern Mumps 0 = 
wrist PPD 0 M 






*BHA indicates bilateral hilar adenopathy; DIF, diffuse interstitia! fibrosis. 


function testing. The remaining three patients in this previous uveitis on slitlamp examination. Both of these 


MA aba uA 


group had normal pulmonary function tests. Carbon diox- patients gave a history of a "red eye" but neither had been 
ide diffusing capacity was done on four patients in this seen by an ophthalmologist or received treatment before 
group and results were normal. our testing. One of these patients had bilateral hilar 

Group B.—We detected previously unsuspected pulmo- adenopathy on chest roentgenogram and a low carbon 


nary disease in five of the 13 patients in this group. All of dioxide diffusing capacity; the other had completely 
the patients were asymptomatic. Four of these patients normal pulmonary findings. One patient in this group had 
had abnormal chest roentgenograms, two with hilar ade- keratoconjunctivitis sicca. This patient had normal pulmo- 
nopathy, one with interstitial fibrosis, and one with a nary findings. 
diffuse nodular parenchymal pattern. Three had low dif- 
fusing capacity. None of these four patients had restrictive 
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Other Findings 


defects on pulmonary function testing. Pulmonary disease Skin testing was done in 16 patients. The patients were 
in the fifth patient consisted of restrictive pulmonary not receiving therapy given for systemic effect during 
‘function test results with a normal chest roentgenogram testing. Four of five patients with a history of previous 
and diffusing capacity. sarcoidosis (group A) did not react to all three skin test 


adr a 


antigens. Four of the 11 patients tested in group B did not 


Ocular Disease react to the three skin test antigens. Three of these four 


Group A.—We found two patients in this group to have patients had evidence of pulmonary sarcoidosis; another 2 
inactive uveitis on slitlamp examination. One patient was had keratoconjunctivitis sicca. : 
noted to have keratoconjunctivitis sicca. None of these Serum calcium determinations, liver function test À 
patients.had a history of ocular symptoms, a previous results, and complete blood cell (CBC) counts were unre- A 
ophthalmologic diagnosis, or ocular treatment. markable in three of the five patients in group A. One 3 

Group B.—Two patients in this group had evidence of patient in group A had a lactic dehydrogenase (LDH) level ; 
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of 385 IU/L (normal, 10 to 225 IU/L) and an SGOT level of 
51 IU (normal, 0 to 42 IU). Another patient in this group 
had an SGOT level of 48 IU and an alkaline phosphatase 
level of 200 IU (normal, 30 to 105 IU). 

Eleven of the 13 patients in group B had laboratory 
evaluations performed. Of the 11, ten had normal serum 
calcium levels, liver function test results, and CBC counts. 
One patient had an LDH level of 245 IU/L. 

Since no patients in either group complained of bone 
pain, and there was no evidence of bony tenderness or 
swelling on physical examination, bone roentgenograms 
were obtained in only two cases. Roentgenograms of the 
cervical spine and hips in one patient, and of the cervical 
spine and wrists in another, were all normal. 


Clinical Course 


Group A.—Of the five patients in group A, four were 
receiving intermittent courses of steroids given for sys- 
temic effect with improvement of their skin lesions as well 
as amelioration of their pulmonary symptoms that con- 
sisted of coughing and shortness of breath. Topical, intra- 
lesional, or oral steroid therapy led to flattening of the 
eutaneous sarcoidal granulomas; when oral steroids were 
tapered or topical and intralesional therapy was stopped, 
the lesions gradually enlarged or new lesions occasionally 
appeared. The fifth patient in this group, who had sarcoid- 
al granulomas noted in axillary nodes after bilateral 
radical mastectomies, had a single cutaneous sarcoidal 
lesion exeised without further therapy or recurrence over 
the next five years. 

Group B.—Of the 13 patients in group B, one was 
receiving intermittent steroid therapy for the treatment of 
interstitial fibrosis, which had been detected on workup 
after she came to the dermatologist for treatment of her 
eutaneous lesions. The other 12 patients in this group 
remained in good health and did not require therapy given 
for systemic effect. Six of these patients reported improve- 
ment in their skin lesions after topical or intralesional 
steroid therapy, one had lesions excised without recurrence 
over the next three years, one reported lesions disappear- 
ing without treatment, and four had static lesions despite 
topical or intralesional therapy. 


COMMENT 


We have shown that cutaneous sarcoidal granulomas 
frequently occur without accompanying systemic abnor- 
malities. Six of our 13 patients who had come to the 
dermatologist with cutaneous sarcoidal granulomas with- 
out a previous history of sarcoidosis were found to have no 
other signs of disease after extensive workup within an 
average of 1.9 years after cutaneous biopsy specimen 
diagnosis was made. Of the seven patients in this group 
who did have evidence of disease in other organ systems, 
only one required the use of corticosteroids given for 
systemic effect. The other 11 patients were either treated 
with intralesional or topical steroids with fair to good 
response of their skin lesions or were so minimally 
bothered by their cutaneous lesions as to require no 
therapy. Thus, in patients without a previous history of 
sarcoidosis, the course seems generally benign without the 
debilitating pulmonary and ocular manifestations asso- 
ciated with systemic sarcoidosis. Further follow-up evalua- 
tion beyond the initial period may indicate that some of our 
patients have further systemic involvement. It seems, 
however, that benign sarcoidosis confined to the skin is not 
an uncommon entity and that the presence of cutaneous 
sarcoidal lesions does not necessarily signify a more serious 
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form of sarcoidosis, as is indicated in studies in the" 
literature drawn from population’ with proved systemic 
disease.**" 

Our five patients who had sarcoidosis diagnosed by 
lymph node biopsy before they came to the dermatologist 
seemed to have a poorer prognosis than those without 
previous history of disease. Four of five patients in group 
A had symptomatic pulmonary disease requiring steroid 
therapy given for systemic effect as opposed to one of 13 
patients in group B. Similarly, three of five patients in 
group A had reported ocular disease as opposed to three of 
13 in group B. Although these numbers are too small to be 
statistically significant, they might indicate a trend 
toward more serious disease in those patients with cuta- 
neous sarcoidosis with a history of systemic sarcoidosis as 
opposed to those without this history. However, although 
the average follow-up period from the time of cutaneous 
presentation in the two groups was similar (2.7 years in 
group A and 1.9 years in group B), the average interval 
since the time of initial diagnosis of sarcoidosis was longer 
in group A (8.1 years). This may contribute to the seeming- 
ly greater morbidity in this group of patients, and further 
follow-up studies in all of our patients may show increasing 
disease involvement. 

It might be argued that some of our patients do not 
really have sarcoidosis but rather a “local sarcoidal tissue 
reaction." James’ described ten patients with sarcoidal 
granulomas confined to the skin, which he designated 
“local sarcoidal tissue reaction" rather than “sarcoidosis,” 
since sarcoidosis is generally defined as requiring both 
biopsy-proved sarcoidosis in one organ and clinical or 
radiographic evidence of the disease in another organ 
system. It is interesting to note that five of his patients 
had their cutaneous sarcoidal granulomas in areas of 
previously damaged skin—two in areas injured in car 
accidents, one in an area of radiation damage, one in an 
area of bomb injury, and one in a chronically infected 
eyelid. These five patients might well be called examples of 
local sarcoidal tissue reaction, since their lesions occurred 
as a clear response to local cutaneous damage. Seventeen of 
our 18 patients had multiple lesions in more than one area 
of the skin, all without a history of previous local trauma. 
Our remaining patient with multiple lymph node sarcoidal 
granulomas occurring after bilateral radical mastectomies 
may well have had local sarcoidal tissue reaction occurring 
in several areas rather than true sarcoidosis. However, 
since there was no reaction to all three antigens on skin 
testing, perhaps she, too, has a more generalized disorder. 
Our other 17 patients seem to have had true cutaneous 
sarcoidosis, with multiple lesions in multiple areas of the 
body, without a history of local trauma. Since the skin 
lesions were clinically and histologically identical, whether 
or not the patients had systemic involvement, a patient 
with a sarcoidal lesion on the skin requires a careful 
evaluation for systemic disease. 

Because untreated uveitis can lead to glaucoma and 
cataracts, ophthalmologic examination should be done on 
all patients with cutaneous sarcoidal granulomas. Four of 
our 18 patients had evidence of previous uveitis on slitlamp * 
examination. Two of four of these patients had a history of 
a "red eye"; none of the four had ever seen an ophthalmol- 
ogist or been treated for uveitis. Two of our patients had 
previously undiagnosed keratoconjunctivitis sicca. 

Chest roentgenograms and pulmonary function tests 
should also be obtained on all patients with cutaneous 
sarcoidal lesions on presentation, when indicated by the 
development of symptoms, and probably every two to three 
years at a minimum when asymptomatic. Eight of 18 of our 
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patients had abnormal chest roentgenograms; six of 18 had 
abnormal pulmonary function test results. Nine of our 18 
patients had some evidence of pulmonary involvement 
with sarcoidosis, either hilar adenopathy or interstitial 
fibrosis on chest roentgenogram or a restrictive defect on 


“~pulmonary function testing. Four of these nine patients 
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never required treatment for pulmonary disease. All 
patients with cutaneous sarcoidal granulomas should have 
chest roentgenograms and pulmonary function tests, since 
these studies are noninvasive and may be helpful in 
detecting systemic disease that may later become sympto- 
matic. 

Other values might be examined in evaluating a patient 
for evidence of systemic sarcoidosis. Serum angiotensin 
converting enzyme levels have recently been shown to be 
elevated in systemic sarcoidosis- and might be useful to 
obtain in an asymptomatic patient with cutaneous sarcoid- 
osis. Doing random lower lip biopsies was reported to 
provide evidence of salivary gland sarcoidosis in 58% of 
patients who had evidence of sarcoidosis elsewhere.'' Uri- 
nary calcium level tests, which were not done on our 
patients, might be useful to obtain since they have been 
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shown to correlate with systemic disease and are more 
sensitive than serum calcium levels."® 
It seems, then, that noncaseating granulomas may devel- 


op in the skin and run an indolent course, unaccompanied — 
by disease activity elsewhere. Since the cause of cutaneous - 


sarcoidal granulomas, like the cause of systemic sarcoid- 


osis, is unknown, it remains a semantic argument as to- 


whether these lesions are truly sarcoidosis confined to the 


skin or are best described as local sarcoidal tissue reaction. — 


It is important to note the benign course that these 


diseases may have, despite numerous cutaneous lesions - 


that are identical to those seen in progressive systemic 
disease. Since this benign cutaneous disease cannot be 
distinguished by the dermatologist clinically or histologi- 
cally from the cutaneous lesions associated with systemic 
disease, it is advisable to obtain an ocular examination, a 


chest roentgenogram, pulmonary function tests, skin tests, 


calcium determinations, and liver function tests on these 
patients. 


William Bonekat, MD, assisted in the evaluation of some of our patients. 
Steven J. Hodge, MD, and Lafayette G. Owen, MD, reviewed the histopath- 
ologic slides. 
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Lack of Effect of the Antihistamine Drug 
Clemastine on the Potentiation 
of Itch by Prostaglandin E, 


Michael Boss, MRCP, John L. Burton, MD, FRCP 


e The effect of clemastine fumarate, a histamine H,-antago- 
nist, on the potentiation of itch by prostaglandin E, (PGE,) was 
studied in normal humans. The antihistamine drug did not 
abolish the potentiation, which suggests that the effect of PGE, 
on itch does not depend on the liberation of endogenous 
histamine. 

(Arch Dermatol 1981;117:208-209) 


rostaglandin E, (PGE,) has been shown to lower the 

threshold of human skin to itching evoked by hista- 
mine, but the mechanism of this potentiation is uncer- 
tain. The PGE, could be acting directly on nerve endings, 
but an alternative explanation is that PGE, may potentiate 
itch by causing the release of endogenous histamine; 
Greaves and Sondergaard’ have shown that the whealing 
response to intradermal injection of high concentrations of 
PGE, is blocked by the prior administration of an an- 
tihistamine for systemic effects. We have now tested this 
possibility by repeating our experiments on histamine- 
induced itch in subjects pretreated with a histamine H,- 
antagonist drug, clemastine fumarate, to determine 
whether it would block the potentiating effect of PGE,. 


PATIENTS AND METHODS 


The potentiation of histamine-induced itch was tested in 40 
subjects who had each received a single dose of either placebo or 1 
or 2 mg of clemastine fumarate. Clemastine (Tavegil [Switzer- 
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land]) is a benzhydryl ether that has been shown to be a long- 
acting specifie antihistamine with little antiserotonin or anticho- 
linergie activity. The subjects, aged 20 to 35 years, were all 
healthy, informed volunteers. None had skin disease, and none was 
taking antipruritic or anti-inflammatory drugs at the time of the 
study. Each subject was randomly assigned to one of the three 
groups, and each took two tablets five hours before the histamine 
provocation tests (either two placebo tablets, two 1-mg clemastine 
fumarate tablets, or one of each) The study was performed 
double-blind, ie, neither the investigators nor the subjects were 
aware of the total dose of clemastine received until the experi- 
ments were completed, and the results were analyzed by a 
statistician. 

Each subject was tested under standard conditions in a cool 
room. Both forearms were washed and dried, and two areas, each 
of 1 sq em, were scarified on the flexor surface of each forearm by 
20 light strokes with a No. 1 needle. The epidermis was damaged, 
but no bleeding was induced. A 1-sq cm piece of gauze soaked in 
PGE, in a concentration of 1 ug/mL was placed on one scarified 
area on each forearm and left in place for 30 minutes. As a control 
site, the other scarified area on each forearm was treated with 
gauze soaked in phosphate-buffered saline solution. The allocation 
of prostaglandin or saline solution to the two sites on the left arm 
was randomized, and the opposite allocation was made to the two 
sites on the right arm, so that symmetric paired comparisons 
between prostaglandin- and saline-treated areas could be made. 


The itch threshold for histamine was then determined in each of - 


the paired areas using histamine acid phosphate (1 mg/mL 
expressed as histamine base). Five minutes after removal of the 
gauze, 0.1 mL of histamine diluted 1:1,000 was placed on the 
scarified skin and left undisturbed for two minutes. This was 
gently dried and was replaced at two-minute intervals by increas- 
ing concentrations of histamine (1:500, 1:200, 1:100, 1:50, 1:20, and 
1:10) until itching occurred. The itch threshold was recorded as the 
lowest concentration of histamine that produced itching. Two 
paired comparisons of saline- and prostaglandin-treated sites 
were thus made for each patient. 
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Thresholds for Histamine-Induced Itch 
in the Three Treatment Groups 










Saline-Treated Prostaglandin E,- 












Systemic Area, Treated Area, 

Medication Mean + SD Mean + SD Difference 
Placebo (n = 13) 1.74 + 0.57 1.53 + 0.66 0.21 
Clemastine 

fumarate, 

1 mg (n = 10) 1.79 + 0.54 1.51 + 0.49 0.28 
Clemastine 

fumarate, 

2 mg (n = 14) 2.25 + 0.70 1.83 + 0.68 








RESULTS 


Prostaglandin E, did not cause itching by itself after 
application to scarified skin sites. 

The thresholds for histamine-induced itch expressed in 
terms of dilution had a logarithm-normal distribution, so 
we expressed the results as the logarithm of the lowest 
concentration that produced itching. For every patient, we 
then calculated the logarithmic average of the histamine 
concentrations for the two saline-treated areas and for the 
two prostaglandin-treated areas. Three patients who did 
not react to the highest histamine concentration (1 mg/ 
mL) were excluded from the statistical analysis. 

The mean values for the three treatment groups are 
shown in the Table. Clemastine increased the threshold for 
histamine-induced itch on the saline-treated side in both 
dosage groups, and the mean value for the group receiving 
2 mg of clemastine fumarate (2.25 + 0.70) was significant- 
ly greater (Student's t test, P < .05) than that for the 
group receiving placebo tablets (1.74 + 0.57), ie, clemastine 
was acting as an antihistamine. 

It can also be seen from the Table that in each of the 
three groups of patients, the threshold for histamine- 
induced itch was lower on the prostaglandin-treated side. 
To assess the statistical significance of this change, we 
calculated the mean logarithmic ratio (dilution for prosta- 
glandin-treated side divided by the dilution for the saline- 
treated side) of the two matched pairs of tests for each 
patient. The mean of the mean logarithmic ratios was 
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— 0.27 + 0.19 SE for the placebo group, — 0.28 + 0.11 SE 
for the group receiving 1 mg of clemastine fumarate, and 
— 0.51 + 0.21 SE for the group receiving 2 mg of clemas- 
tine fumarate. The value for the placebo group did not 
reach statistical significance, but in the two clem- 
astine-treated groups, the mean logarithmie ratios dif- 
fered significantly from 0 (t — 2.65 and 2.44, respectively, 
P< .05). This shows that even in patients taking an 
effective antihistamine drug, treating the skin with PGE, 
had potentiated the pruritic effect of histamine. 


COMMENT 


In this experiment, we first confirmed that a 2-mg dose 
of clemastine fumarate was acting as an antihistamine by 
showing that it increased the threshold for histamine- 
induced itch on the saline-treated side. We also found that 
applieation of PGE, to the skin lowered the threshold for 
itch even in the patients who were receiving an effective 
dose (Z mg) of clemastine fumarate. This suggests that 
PGE, acts directly on the nerves conveying the itch 
impulse; otherwise, we should expeet that the antihista- 
mine drug would block the effect of any endogenously 
released histamine. This interpretation tends to be sup- 
ported by the observation®* that prostaglandins can cause 
cutaneous hyperalgesia, since itch and pain perception are 
closely related.’ The mode of action of PGE, on the nerves 
remains obscure, but it has recently been shown that in the 
rat paw, prostaglandin-induced hyperalgesia is enhanced 
by increased cellular calcium or cyclic adenosine monophos- 
phate concentrations. It was also found that cyclic cyto- 
sine monophosphate and agents such as verapamil and 
lanthanum, which interfere with calcium influx into cells, 
tended to inhibit this hyperalgesia. We may speculate that 
similar mechanisms may control prostaglandin-induced 
itch potentiation. | 


Graham Kennedy, PhD, of Sandoz Ltd, Feltham, Middlesex, United 
Kingdom, provided the tablets and the statistical analysis of the results. 


Nonproprietary Name and Trademark of Drug 


Clemastine fumarate—Tavist. 
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Anti-Pigment-Cell Factors 


and Mucocutaneous Candidiasis 


James J. Nordlund, MD; Nancy Howanitz, MD; Jean Claude Bystryn, MD; Bernadette M. Forget, RN, MSN; Aaron B. Lerner, MD 


è Previous reports document the fact that some patients with 
mucocutaneous candidiasis and vitiligo have a complement- 
fixing anti-pigment-cell factor in their serum. We examined sera 
from seven patients with mucocutaneous candidiasis without 
vitiligo. Three of the seven sera contained the anti-pigment-cell 
factor. We suggest that these anti-pigment-cell factors, which 
are most probably antibodies, are not cytotoxic for pigment cells 
and, thus, not the cause of vitiligo. The association of vitiligo and 
anti-pigment-cell factors with the syndrome of mucocutaneous 
candidiasis implicates the immune system as a causal factor of 
vitiligo. 

(Arch Dermatol 1981;117:210-212) 


LAS, adeeb ae candidiasis is a syndrome that may be 
i caused by abnormalities of the immune system. All 
patients with mucocutaneous candidiasis have persistent 
monilial infections of the mucous membranes and fre- 
quently of the nails and skin. Many of the patients are 
anergic to intradermal injections of Candida antigens, and 
their lymphocytes are unresponsive to the Candida anti- 
gen in in vitro assays." Reactivity to skin tests with 
Candida antigens in many previously anergic patients 
develops after the patient is treated with transfer factor 
that is obtained from lymphocytes of normal persons 
reactive to Candia.'* Half of the patients with mucocuta- 
neous candidiasis have endocrine abnormalities caused by 
organ failure, eg, hypothyroidism, hypoparathyroidism, 
pernicious anemia, hypoadrenalism, diabetes mellitus, 
and/or gonadal dysfunction.” Those patients with endo- 
crinopathies have serum autoantibodies to the antigens of 





Accepted for publication July 28, 1980. 

From the Department of Dermatology, West Haven (Conn) Veterans 
Administration Medical Center (Dr Nordlund); the Department of Derma- 
tology, Yale University School of Medicine, New Haven, Conn (Ms Forget 
and Dr Lerner); and the New York University Medical Center (Drs 
Howanitz and Bystryn). 

Reprint requests to West Haven Veterans Administration Medical 
Center, West Haven, CT 06516 (Dr Nordlund). 


210 Arch Dermatol—Vol 117, April 1981 


the thyroid, pancreas, adrenal gland, or parietal cells. This 


suggests that injury to and impaired function of the 
endocrine organ result from an autoimmune process. 

At least six patients with mucocutaneous candidiasis 
have been described who also had vitiligo and alopecia 
areata.’ Recently, three patients with mucocutaneous can- 
didiasis, vitiligo, alopecia areata, and multiple endocrine 
abnormalities were found to have a serum factor that fixed 
complement to pigment cells, allogeneic melanoma cells, 
and nevus cells The factor was most probably an 
anti-pigment-cell antibody, which could be the causal 
agent of the destruction of the epidermal pigment cells, 
thereby producing vitiligo. To determine the biological 
importance of the pigment-cell antibody, we obtained sera 
from seven patients with mucocutaneous candidiasis with- 
out vitiligo. We report the results of these studies on 
anti-pigment-cell factors. 


METHODS 


Seven patients (two men and five women) with mucocutaneous 
candidiasis were treated in the Immunology Clinic at the 
Yale-New Haven Hospital. All of the patients had chronic monilial 
infections of the mucous membranes, skin, or nails, and all of the 
women had vaginal infections. The conditions of the seven 
patients exhibited typical clinical and immunologic evidence of 
mucocutaneous candidiasis. None of the patients had vitiligo or 
gray hair. Four of the seven patients had such endocrine dysfunc- 
tions as diabetes mellitus, hypoparathyroidism, or hypoadrenalism 
(Table). Five patients had striking family histories of diabetes 
mellitus, myasthenia gravis, hypothyroidism, hypoadrenalism, or 
pernieious anemia. The grandmother of patient 7 (Table) had , 
vitiligo, and the mothers of patients 4 and 6 (Table) had total 
graying of the hair before the age of 30 years. Six of the seven 
patients had negative skin reactions to intracutaneous injections 
of Candida antigens. Patient 5 (Table) had a normal response to 
this skin test. Four of the seven patients exhibited a positive skin 
test reaction to intracutaneous phytohemagglutinin, indicating 
the ability of their lymphocytes to produce a normal delayed 
hypersensitivity reaction within the skin. Lymphocytes from four 
patients responded poorly in in vitro blastogenesis assays; in three 
patients, the test results were normal before their treatment with 
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Titers, Endocrine Abnormalities, and Test Results in Patients With Mucocutaneous Candidiasis 


Anti-Pigment- 
Patient/Sex/ Cell Factor 
Age, yr Titer 


1/F/29 


2/F/32 
tis, hypoparathyroidism 

3/F/26 
4/F/19 Negative 
drenalism 

5/M/20 Negative 


6/M/29 Negative Hypoadrenalism, diabetes 


mellitus 


7/F/41 Negative Hyperthyroidism 


*PHA indicates phytohemagglutinin. 
TSKSD indicates streptokinase-streptodornase. 


transfer factor. All seven patients had normal numbers of T and B 
cells in their blood. At the time that blood specimens were 
obtained for the study of anti-pigment-cell factors, all seven 
patients had been receiving monthly injections of transfer factor 
for more than one year. 

Each patient was examined carefully for the presence of gray 
hairs and for patches of white skin with a Wood's lamp. Patient 4 
(Table), a 19-year-old woman, had a few strands of gray hair on 
her scalp and a few in each axilla. Patient 6 (Table), a 29-year-old 
man, had a few white hairs in the axillae. Both of these patients 
noted that gray hair, at an early age, was a prominent feature of 
their family history. No patient had any evidence of vitiligo at the 
time that blood specimens were obtained from them. 

Serum samples from each patient were frozen at —70 °C until 
tested for anti-pigment-cell factors. The assay used to study in 
vitro binding of complement was described by Jordon et al* and is 
a three-step procedure. Normal human skin obtained from surgical 
specimens was frozen and sectioned on a cryostat. The sections 
were placed on a slide, flooded, and incubated with serum. The sera 
tested were obtained from seven patients with mucoeutaneous 
candidiasis, normal subjects, and 294 patients with vitiligo, uveitis, 
melanomas, or other nonpigmentary skin disorders (unpublished 
data, Howanitz et al). A known positive control serum obtained 
from one of the patients in the original report* was included. Fresh 
human serum was used as a source of complement. Antisera to C3, 
labeled with fluorescein isothiocyanate, were obtained commer- 
cially. The slides were evaluated for fluorescence, attached to 
pigment cells by persons who had no prior knowledge of the 
patient's underlying disease. 


RESULTS 


Patients 1 through 3 had strongly positive reactions for 
the anti-pigment-cell factor (Figure, Table). Patients 2 
and 3 (Table) also had an antinuclear antibody in their 
serum that interfered with the initial reading of the tests. 
However, dilution of the serum of patients 2 and 3 removed 
the antinuclear antibody, leaving the anti-pigment-cell 
factor (Figure). The positive control serum sample was 
positive at all times. Sera from patients 4 through 7 
(Table), from normal subjects, and from those with other 
skin disorders (unpublished data, Howanitz et al) were all 
negative. 


COMMENT 


The origin of vitiligo is unknown. We have suggested an 
autoimmune origin for vitiligo because the disease is so 
commonly found in patients with immunologic abnormali- 
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Endocrine Abnormalities 


Pancreatitis, ulcerative coli- 


Hypoparathyroidism, hypoa- 





In Vitro 

Lymphocytes Response 

(Response) to PHA or Candida 

Candida (negative), mumps PHA (normal), Candida 
(weak positive), PHA* (weak (low) 
positive) 

Candida (negative), mumps 
(negative), SKSDT (positive), 
Trichophyton (negative) 

Candida (negative), SKSD (neg- 
ative), PHA (positive) 

Candida (negative), PHA (posi- PHA (normal), Candida 
tive) (normal) 

Candida (positive), PHA (posi- PHA (normal), Candida 
tive) (normal) 

Candida (negative), SKSD (neg- PHA (normal), Candida 
ative), PPD (negative), Tricho- (normal) 
phyton (negative) 

Candida (negative) 


Skin Test 


PHA (low), Candida (low) 


PHA (low), Candida (low) 


PHA (normal), Candida 
(low) 
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Fluorescence of pigment cells (small arrows) along basal layer of 
epidermis from patient 3 (Table). Autofluorescence of keratin 
layer (arrowhead) is visible. 


ties.^' Although the association of vitiligo with diseases, 
such as mucocutaneous candidiasis, lymphoma, dysprotein- 
emia, autoimmune thyroiditis, diabetes mellitus, and other 
diseases of lymphocytic or immune origin, suggests an 
immunologic cause for vitiligo,’ to our knowledge, nobody 
has been able to document a mechanism by which the 
immune system might destroy the normal pigment cells of 
the skin or eyes.* The presence of anti-pigment-cell factors 
in the blood of patients with mucocutaneous candidiasis 
and vitiligo* provides tantalizing evidence for a role of the 
immune system in the causation of vitiligo. The fact that 
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these factors are present in patients with mucocutaneous 
candidiasis without vitiligo brings into question the role of 
this complement-fixing factor in the destruction of pig- 
ment cells. The factor attaches to cytoplasmic molecules 
rather than to the cell membrane, another datum that 
suggests it is not cytotoxic.' The final determination of 
whether this factor can affect the survival of normal 
cutaneous pigment cells will be made only after observing 
the same patients for a number of years to determine 
whether vitiligo develops in patients with this factor. 
The pigment-cell factor in the six patients, noted in the 
previous reports*’ and the patients in the present report, 
does not seem to correlate with any obvious clinical feature 
of the mucocutaneous candidiasis syndrome or with the 
presence of other autoantibodies or immunologic defects in 
these patients. Two of the patients with the factor in the 
present study had no endocrine abnormalities; the other 
four previously described patients had a variety of such 
problems. Serum from patient 2 (Table) had been stored at 
—70 °C since 1972 and was negative, but recently obtained 
serum was reactive. Possibly the factor is transiently 
present in the serum of most patients and would be 
detected if blood samples were obtained frequently. 
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One possible origin for the presence of this factor in the * 
blood of the patients in the present study is the transfer 
faetor that they had received. All seven patients had 
received monthly injections of transfer factor for more 
than one year; the transfer factor was prepared from a 


common source of pooled lymphocytes. However, it does — 


seem unlikely that the transfer factor would cause the 
production of anti-pigment-cell factors in only three of the 
seven patients. | 

The anti-pigment-cell factor and its association with 
mucoeutaneous candidiasis without vitiligo may be inter- 
preted to show that vitiligo is not an autoimmune disorder. 
In eontrast, we suggest that the association of vitiligo, 
anti-pigment-cell factors, and mucocutaneous candidiasis 
in any combination is more cireumstantial evidence that 
vitiligo is caused by an immunologic disorder, but the 
critical link between the pigment-cell destruction and the 
immune system remains to be demonstrated. 


This study was supported by grant 1P50-AM-25252 from the National 
Institute of Arthritis, Metabolism, and Digestive Diseases, Bethesda, Md. 

Stephen I. Katz, MD, PhD, provided the control serum. Joanne Gordon 
assisted in the preparation of this article. 
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Scale Prophylaxis 


A New Antiparakeratotic Assay 


Rosanne Wrench, PhD 


è This article describes a new animal model for the evaluation 
of drugs that may prevent the development of parakeratosis. The 
advantages of this model are simplicity, economy, and the 
opportunity to observe the possible occurrence of acute sys- 
temic toxic reactions. High-boiling coal tar acids (phenols), 
vitamin A (retinyl acetate), and hydrocortisone butyrate (Locoid) 
were assayed. Only tar phenols consistently prevented scale 
development. Vitamin A was not properly screened because of 
toxic effects that resulted in premature termination of the exper- 
iment. 

(Arch Dermatol 1981;117:213-215) 


[s that are thought to be of potential value in the 
restoration of orthokeratinization in the chronic pso- 
riatie lesion often receive a primary screen on mouse tail 
skin.'* Spearman’ reported that the mouse tail epidermis 
has discrete areas that lack a granular layer and thus 
develop a parakeratotic horny layer with retention of 
keratocyte organelles. These areas are termed "scales" (as 
in reptilian skin) (Fig 1). Along the longitudinal axis of the 
tail, hairs erupt between scales, and the perifollieular 
epidermis develops a granular layer. Here, the hydrolytic 
enzyme activity of this transitional zone is massively 
increased, compared with the scale region, and causes 
keratocyte organelle breakdown late in keratocyte life. The 
resultant orthokeratotic horny layer is flexible and charac- 
teristic of mammalian hairy skin.’ 

The granular layer can be extended into the scale regions 
during their conversion to orthokeratosis by topical appli- 
cation of antipsoriatic preparations—high-boiling tar acids 
(HBT As),' vitamin A preparations, and vitamin A-steroid 
combinations.’ 

Observations that the parakeratotic murine scales do not 
develop until the second week of postnatal life*’ suggested 
that the tail skin of newborn mice may provide a useful 
biologic indicator system for prophylactic activity against 
scale development. The scales are first histolegically appar- 
ent at 9 to 10 days of age.^* Earlier, the tail skin is smooth 
with a continuous granular layer, and Congo red-thiofla- 
vine T fluorescence demonstrates that the horny layer is 
orthokeratotie.' 

The antiparakeratotic effect that is sought involves 
preservation of the continuous granular layer in the pre- 


' sumptive scale to prevent the development of parakerato- 


sis in these regions. Although the keratinization pattern of 
the adult mouse tail scale has many parallels in the 
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parakeratotie process in chronic psoriasis, it should be 
pointed out that this prophylactic screen is not proposed as 
a model of developing psoriasis. In the acute phases of 
psoriasis, the epidermis is in a hyperplastic and inflamma- 
tory state. This is obviously not the case in the maturing 
tail. However, agents that are prophylactic against scale 
development in this test seem to be potent enough epider- 
mal modulators to inhibit the strong developmental pres- 
sures toward parakeratinization. 


MATERIALS AND METHODS 


Albino mice of the Tuck's original strain were used. The date of 
birth was denoted as day 0. At 9 days of age, when scale was first 
histologically apparent, the infant mice had the preparations, 
listed below, applied to the whole length of their tails at frequen- 
cies indicated in the Table. No attempts were made to separate the 
mice after the preparation was applied. Hence, there was some 
considerable transfer of the preparations to the body skin and hair 
as the mice huddled together around the mother. 

There was no rejection of treated mice by the mother, and 
special handling precautions were found to be unnecessary. 

In each group, a few mice were marked as untreated, although 
some transference of the preparations to their body fur occurred; 
therefore, these mice cannot be strictly termed "control" mice. At 
intervals, treated and untreated mice were removed from the 
group in an effort to monitor the effects of the treatments. Mice 
were killed 24 hours after the last application. The whole tail skin 
was stripped off, fixed in 70% aleohol, and processed routinely for 
hematoxylin-eosin staining and Congo red-thioflavine T fluores- 
cence of the horny layer (parakeratotie horny layer, green; ortho- 
keratotie horny layer, red). 

The following preparations were used in this study: HBTAs 





Fig 1.—Longitudinal section of mouse tail skin shows scale (S) 
region with no granular layer. A granular layer, one to two cells in 
thickness, (G) is at neck of hair follicle underlying orthokeratotic 
horny layer (OK) (hematoxylin-eosin, x 280). 
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Treatment Schedule d 


No. of Mice 
No. of a. 
Group Litters Treated Untreated 


2 


4 


——— mM m mmm 


5 
8 2 
7 2 





5 


— mmm 


p 


7 

7 2 

6 2 
*HBTA indicates high-boiling tar acid. 


(phenols boiling between 330 to 340 °C separated from “Avenue” 
High Temperature Tar [produced at 1,400 °C] [National Coal 
Board} in fatty acid and propylene glycol [FAPG]); vitamin A 
(25,000 IU /g of retinyl acetate) in a water-soluble vehicle; and 0.1% 
hydrocortisone butyrate in oleaginous ointment base (Plastibase 
[Locoid]). The treatment schedule used for each preparation is 
shown in the Table. Experiments using vehicles alone were not 
undertaken. Application of FAPG and Plastibase causes no change 
in adult mouse tail skin (R.W., unpublished data, May 1973). 


RESULTS 
Group 1 


This group of mice received continuous treatment with 
20% HBTA. Mice treated with the preparation for 15 days 
showed a continuous granular layer with an epidermal 
thickness that increased to about two to three times the 
normal size. This was seen in mice that were sampled after 
8, 10, 12, and 15 days of treatment (Fig 2). 


Group 2 


This group of mice received intermittent treatment with 
20% HBTA. In this group, mice that were treated for one 
week, followed by alternate daily treatments for a further 
week, showed less thickening accompanying the preserva- 
tion of continuous granular layers. Where epidermal thick- 
ening was excessive, hypertrophy was accompanied by 
occasional subepidermal blisters. 


Group 3 


This group of mice received continuous treatment with 
15% HBTA. Mice that were treated throughout two weeks 
with this preparation had continuous granular layers along 
the length of the tail, without the great increase in 
epidermal thickness that was seen in the previously 
described mice. Where the scales were thickened, it was 
toward the proximal end of the scale, ie, perifollieular 
epidermis inferior to the erupting hair (Fig 1). In some 
areas, there was moderate keratocyte hypertrophy and 
subepidermal vesieulation. 


Group 4 


This group of mice received intermittent treatment with 
15% HBTA. At the end of the first week of continuous 
treatment, there was a continuous granular layer along the 
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Preparation* 


1 2 8 2 20% HBTA Daily for 15 days m 
6 3 
1 7 3 


2096 HBTA 


1096 HBTA 


Age of Mice Remaining 
at End of Study 


Treatment Regimen Period, Days 


24 
Daily for first 8 days 24 
then alternate days 
for 7 days. 


3 2 5 3 1596 HBTA Daily for 15 days 2 
2 
2 


1596 HBTA 


4 
Daily for first 8 days 24 
then alternate days 

for 7 days 


Daily for 12 days 2 
1 


3 1 
6 1 25,000 IU/g Daily for 4 days (ex- 3 
vitamin A periment termi- 
nated) 
7 2 


Hydrocortisone 
butyrate 


Daily for 17 days 26 





Fig 2.—Twenty-four-day tail skin treated with 20% high-boiling tar 
acids (HBTAs) daily for two weeks (group 1). Adult keratinization 
pattern should be well established, but HBTAs have prevented 
scale development. Interfollicular granular layer persists (G). 
Epidermal thickness is about two to three times normal (hematox- 
ylin-eosin, x 620). 


tail. However, there were areas where scale development 
appeared. After a further week of alternating daily treat- 
ments, granular layers had been preserved in the morpho- 
logie seale region. These were mostly continuous without 
undue epidermal thickening. 


Group 5 


This group of mice received continuous treatment with . 
10% HBTA. Several mice showed continuous granular 
layers with thickening of their scales. However, only about 
half of the treated mice had continuous granular layers. 
The remainder of the treated group showed normal devel- 
opment of scales. 


Group 6 


This group of mice received treatment with vitamin A 
(25,000 IU/g). After only four treatments, all treated and 
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- untreated mice showed the typical symptoms of acute 
hypervitaminosis A. The skin of the whole animal was 
severely erythematous and desquamate. Treatment was 
stopped, but 24 hours later, all of the mice were dead. The 
mother appeared healthy. 

. Examination of the tails of treated mice showed hyper- 
trophied and degenerating epidermal cells with intraepi- 
dermal edema. Only one of the tails had a continuous 
granular layer; in this case, the epidermis was increased to 
about three times the normal thickness. 


Group 7 


This group of mice received treatment with 0.1% hydro- 
cortisone butyrate, which did not completely suppress scale 
development. Although isolated granular cells were 
observed in some scales, no continuous granular layers 
were retained. However, in all the treated mice, the steroid 
did cause epidermal thinning to about two thirds of the 
normal thickness, which is similar to the effect of this 
preparation on adult mouse tail epidermis." 


Untreated Mice 


In all groups (except group 6), normal parakeratotie 
scales developed in untreated mice, and these mice 
appeared unaffected by treatment of their litter mates. 
The untreated mice in group 6 also showed signs of 
hypervitaminosis A. 


HORNY LAYER FLUORESCENCE 


Using Congo red-thioflavine T, normal adult tail horny 
layer fluoresces green or blue in the parakeratotic area and 
red in the orthokeratotic zones that overlie a granular 
layer.' This pattern seems to be established by about 15 
days of age.’ Mice with complete granular layers in groups 
1 through 4 and isolated granular cells in group 7 showed 
more red fluorescing strands in the scale region, indicating 
orthokeratotie trends in these areas. However, there was 
no complete preservation of orthokeratosis, as might be 
expected from the presence of granular cells. 

Cell turnover was not measured, but there was obvious 
keratocyte hypertrophy and hyperplasia in the thickened 
epidermata. This demonstrated that even when a complete 
granular layer is present, orthokeratosis is not achieved 
while other parameters, such as increased epidermal cell 
turnover, are disturbed by treatment.’ 


COMMENT 


These results show that HBTAs are capable of delaying 
scale development in mouse tail skin despite obvious 
developmental pressures to parakeratotic physiology.’ The 
most consistent prevention of parakeratosis was produced 
by the 20% and 15% preparations. Alternation of daily 
treatments with 20% tars seemed to reduce the concomi- 
tant epidermal thickening, whereas the regimen with 15% 
preparations appeared to allow a breakthrough of scale 
development. Granular layer maintenance also was seen 
with 10% preparations, but parakeratosis developed in 
several mice. 

The concentration of 25,000 IU/g of retinyl acetate does 
induce a granular layer in adult mouse scale, but it appears 
to be insufficient to maintain a layer in the developing 
mouse tail skin. Conversely, 10% and 15% concentrations of 
tar phenols in FAPG are usually inadequate to induce a 
granular layer in the adult animal (R.W., unpublished 
observations, July 1978); however, these concentrations 
were able to maintain this layer in some of the maturing 
mice. Although mice that were treated with retinyl acetate 
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for four days are compared with mice that were treated 
with tar phenols for eight to 15 days, the comparison seems 
valid, as it appears that the preparations are maintaining a 
continuous differentiation to the granular layer phase. 

The apparent lack of toxicity and irritancy of the tar 
phenols combined with the ability to prevent scale develop- 
ment in this animal model suggest that these compounds 
may be of potential use for their antipsoriatic properties. 

Tar acids, retinyl acetate, and hydrocortisone butyrate 
tend to produce orthokeratosis in both developing and 
mature tail skin. However, this study has shown that they 
do have different effects in the development, as opposed to 
the established scale.'^ It would seem from these prelimi- 
nary results that different mechanisms of action may be 
involved. 

It is well known that although vitamin A and tar phenols 
induce a granular layer in scale, the concomitant increase 
in mitotic rate can lead to a frank parakeratosis.**-10 
Therefore, it is important that in monitoring for specific 
granular layer induction, tissue must be examined early in 
the treatment course to avoid “camouflage” of granular 
layer induction by the hyperproliferation of keratocytes. 
This applies to screening in the tail skin of both adult and 
infant mice. 

Mitotic rate cannot be simply related to the final differ- 
entiation of keratocytes,' and an increased mitotic rate 
does not always cause parakeratosis if a granular layer is 
present. In the mouse tail, there are no significant differ- 
ences in mitotic rate between the parakeratotic and ortho- 
keratotic areas. 

The mouse tail scale regions have a flat dermoepider- 
mal junction, and epidermal thickness measurements are 


easily obtained, even in the first weeks of development.’ 


Simply, preliminary comparisons of topical agents may 
then be made with regard to their effects on keratocyte 
hyperplasia and hypertrophy. However, it is suggested 
that the main use of the tail skin of the infant mouse is to 
screen drugs for activity against parakeratotic tendencies 
by preservation of the granular layer. 


This study was carried out during the tenure of a London University 
Turner and Newall postdoctoral research fellowship. 
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Generalized Eruptive Histiocytoma 


A Clinical, Histologie, and Ultrastructural Study 


Ruggero Caputo, MD; Elvio Alessi, MD; Fulvio Allegra, MD 


e A case of adult self-healing histiocytosis, classified as 
generalized eruptive histiocytoma, is reported. Ultrastructural 
investigation of the cytoplasm of tumor cells revealed the 
presence of many dense and laminated bodies. The origin and 
possible importance of these bodies are described and dis- 
cussed, and the need for quantitative study of cytoplasmic 
markers in histiocytic proliferations of the skin is emphasized. 

(Arch Dermatol 1981;117:216-221) 


Il 1963, Winkelmann and Muller’ reported three cases of 

a generalized benign papular histiocytic reticulohistio- 
cytosis of adulthood. Their ultrastructural studies* showed 
the presence of many dense bodies in the cells of the 
infiltrate. 

Since that time, two additional cases of this disease have 
been reported, to our knowledge, but ultrastructural 
investigations were not performed. 

We have studied a patient exhibiting adult self-healing 
histiocytosis, clinically and histologically resembling gen- 
eralized eruptive histiocytoma (GEH). Ultrastructurally, 
the majority of tumor cells were characterized by the 
presence of dense bodies in the cytoplasm, many of which 
showed myelin-like laminations. 

A careful study of these bodies, previously reported in 
substantial numbers only in two cases of congenital self- 
healing histiocytosis (CSH),^* has been performed, and a 
quantitative evaluation of various cytoplasmic markers in 
histiocytic proliferative condition is presented. 


REPORT OF A CASE 


A 27-year-old man was admitted to the dermatology clinic of the 
University of Parma, Italy, in November 1976 for multiple skin 
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lesions. They had appeared approximately two years previously 
and had erupted in successive episodes on the lower portion of the 
thorax, the abdomen, the inguinal region, and symmetrically over 
the proximal surfaces of the extremities. The lesions were pruritic 
only during their eruptive phase. The patient’s general health was 
good. He had taken no drugs and had had no insect bites before the 
appearance of the lesions. There was no family or personal history 
of other diseases. On examination, there were several hundred 
papular lesions ranging from 3 to 10 mm. They were firm, discrete, 
and dark red (Fig 1 and 2). A few lesions were macular. 

Hematologic test results and roentgenograms were normal. 
Biopsies were done on the lesions on the abdomen and thigh. The 
patient was not treated but was reexamined monthly. 

In November 1977, the lesions began to regress spontaneously, 
and they had completely disappeared without sequelae by March 
1978. 


MATERIALS AND METHODS 
Specimen Preparation for Light Microscopy 


Sections from half of each biopsy specimen were stained with 
hematoxylin-eosin [HE], PAS, toluidine blue O, silver nitrate, 
Weigert-Van Gieson, and oil red O stains. 


Specimen Preparation for Electron Microscopy 


The remaining halves of each biopsy specimen were cut into 
small cubes and immediately fixed in ice-cold, phosphate-buffered 
osmium tetroxide’ for three hours. The specimens were then 
dehydrated in aleohol and embedded in epoxy resin (Epon).* The 
fragments were polymerized in flat capsules to obtain oriented 
blocks that were sent to the University of Milan, Italy, for electron 
microscopy. The tissue was sectioned with both glass and diamond 
knives on a microtome. The sections were stained with uranyl 
acetate and lead citrate’ and examined with an electron micro- 
scope. 


RESULTS 
Light Microscopy 


In HE sections, no abnormalities were found in the 
epithelium. Throughout the dermis, but especially in the 
middle region, there was an infiltrate of preponderantly 
histiocyte-like cells intermixed with fibroblasts and a few 
lymphocytes. The infiltrate was arranged in nests, often 
around vessels (Fig 3). The histiocytes contained a nucleus 
with scant chromatin and abundant, light, poorly limited, 
cytoplasm that was not foamy and was PAS negative (Fig 
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Fig 1.—Papular eruption on lower portion of thorax and abdomen. 





Fig 4.—Cells forming infiltrate ( x 500). 
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4). Mast cells and multinucleated giant cells were absent. A 
few small vessels in the dermis exhibited swollen endothe- 
lial cells. Elastic and reticular collagen fibers were reduced 
in number in the infiltrated areas. Stains were negative 
for lipids. 


Electron Microscopy 


The infiltrate was formed mainly by large cells with an 
irregular contour and a large number of villous processes. 
The nuclei were multilobular with a band of peripheral 
heterochromatin (Fig 5). The cytoplasm was rich in smooth 
endoplasmic reticulum, vesicles of various sizes (Fig 5), and 
mitochondria and microfilaments 70 A thick (Fig 5). Rare 
heterophagosomes could also be seen. The most character- 
istic cytoplasmic organelles were dense bodies of varying 
dimensions (up to 0.5 um), often clustered together. These 
were round or oval, and were formed by finely granular 
material and by a limiting membrane (Fig 5). Most of these 
dense bodies contained strongly osmiophilic parallel mem- 
branes, concentrically arranged and separated by a lighter 
space of approximately 160 A (laminated bodies) (Fig 6). 
Less frequently, the laminated bodies contained vesicles 
(Fig 7) or irregularly arranged membranes. Small, dense 
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Fig 5.—Histiocyte containing clustered 
dense and laminatedebodies. Cytoplasm is 
rich in smooth endoplasmic reticulum and 
vesicles and contains microfilaments and 
Nucleus is multilobular 


mitochondria. 
( x 20,700). 





Fig 6.—Laminated body containing parallel 
membranes concentrically arranged and 
separated by less dense space of approxi- 
mately 160 A ( x 64,000). 


bodies with or without laminations or vesicles were clus- 
tered in the vicinity of the Golgi apparatus (Fig 8). 
Occasionally, the limiting membrane of some peripheral 
dense bodies appeared to be fused with the plasma mem- 
brane (Fig 9). Discontinuities were sometimes found in the 
fusion area (Fig 10), perhaps indicating that the dense 
bodies’ contents had been discharged. In some (probably 
degenerating) cells, large segments of plasma membrane 
were lacking. The dense and laminated bodies, often found 
free in the ground substance, were usually, but not always, 
provided with a limiting membrane. 

In the cells containing dense bodies, we observed comma- 
shaped bodies (Fig 11) in rare instances. However, Langer- 
hans’ granules and pleomorphic cytoplasmic inclusions'? 
were consistently absent. No erythrocytes were found in 
the infiltrate. No dense or laminated bodies could be 
observed in endothelial cells. 


COMMENT 


A diagnosis of GEH' was made in our patient, since, of 
the various adult self-healing histiocytopathies that have 
been described, that diagnosis best fit the clinical and 
histologic picture. The patient, a healthy adult, showed the 
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Fig 7.—Laminated body containing vesi- 
' cles ( x 92,000). 





Fig 10.—Interruption of continuity in perigranular membrane-plasma membrane-fusion 
area ( xX 105,000). 


Fig 11.—Histiocyte containing dense, laminated, and worm-like bodies (X 54,000). 





Fig 8.—Small, dense and laminated bodies 
clustered in vicinity of Golgi apparatus, 
from which they may have originated 
( x 20,700). 


Fig 9.—Membrane limiting laminated body 
fuses (arrow) with plasma membrane 
(X 64,000). 
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following characteristic features of that disorder: (1) erup- 
tions of several hundred papules, symmetrically arranged, 
with no tendency to configurate grouping, and involving 
the trunk and proximal parts of the extremities; (2) 
spontaneous resolution of the lesions; and (3) light micro- 
scopic findings of a benign mononuclear histiocytic cell 
infiltrate. 

Multieentrie reticulohistiocytoma was ruled out in our 
patient because of the type and distribution of lesions, the 
absence of arthritis, and the lack of multinucleated giant 
cells. Juvenile xanthogranuloma and xanthoma dissemina- 
tum were excluded in view of the color and clinical features 
of the lesions and the lack of foam cells. Granuloma 
annulare was ruled out because of the clinical appearance 
of the lesions and the lack of collagen changes and palisad- 
ing histiocytes. | 

Although no notable phagocytosis was present, the 
ultrastructural appearance of the nuclei and the large 
number of lysosomal structures present suggested that the 
cells of the infiltrate belonged to the phagocytic-monocytic 
line. The most typical cytoplasmic organelles in these cells 
were dense-body and laminated-body structures, generally 
associated with lysosomal activity. In GEH, single mem- 
brane-limited dense bodies showing variable degrees of 
electron opacity and a homogeneous or granular internal 
structure were very prominent intracytoplasmic compo- 
nents. However, laminated bodies have occasionally been 
reported in the skin in unclassified nodular histiocytosis," 
in a few cases of histiocytosis X,'^'' and in granuloma 
faciale." Large numbers of these bodies have been found 
only in the two cases of CSH^* that showed some clinical 
and histologic differences from GEH. The regularly lami- 
nated bodies in the cells of these patients could be differ- 
entiated morphologically from the lipid inclusions found in 
both Fabry's disease'*^'' and other lipid-storage di- 
seases!'*?? and from drug-induced bodies? where the space 
between concentric membranes is approximately 60 to 70 A 
(myeloid bodies). 
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According to Laugier et al,’ regularly laminated bodies 
might derive from the phagocytosis of extravasated RBCs. 
Red blood cells were not found in our patient, the patients 
of Muller et al? or in those described by Hashimoto and 
Pritzker.’ 

In agreement with Hashimoto and Pritzker,’ our find- 
ings suggest that the laminated bodies are derived from 
the Golgi apparatus but do not represent digestive vacuoles 
in which material exogenous to the cell is degraded. 

Another question concerns the extracellular location of 
dense and laminated bodies, which can be found in the 
intercellular spaces either intact or lacking their limiting 
membranes. Some of our photomicrographs (Fig 9 and 10) 
suggest that these cells originate from a true exocytosis 
process after the fusion of the limiting membrane of the 
laminated bodies with the plasma membrane. Alternative- 
ly, intact extracellular laminated bodies might be derived 
from cell degenerative processes and subsequent rupture 
of the plasma membrane. At any rate, the suggestion that 
laminated bodies originate from the Golgi apparatus and 
reach the intercellular spaces by exocytosis is based only on 
morphologic findings described for a limited number of 
lesions in only two patients (the case examined by us and 
the CSH case reported by Hashimoto and Pritzker).° 

It is interesting to note that Langerhans’ granules have 
not been observed in the infiltrate in GEH. 

Langerhans’ granules have been found, however, in 10% 
of the cells of the case of CSH described by Hashimoto and 
Pritzker.® The finding of comma-shaped bodies in our case : 
of GEH links this case in some manner to those of infantile 
self-healing histiocytosis of the head.**^ A similar rela- 
tionship to histiocytosis X” may also be postulated. 

On the basis of our own experience and from a review of 
the literature;*" we think a comprehensive study by 
electron microscopy of all cases of histiocytic proliferation 
in the skin, with a special emphasis on the quantitative 
evaluation of various cellular and extracellular markers, 
would be of great importance in extending our nosologic 
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understanding of the complex problem of histiocytic prolif- 
erative diseases (Tabb). 


Richard K. Winkelmann, MD, PhD, and Robin Eady, MD, made helpful 
suggestions during the preparation of the manuscript. P. Tinelli and F. 
Crippa provided technical help. 
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Squamous Cell Carcinoma Arising - 


in a Linear Epidermal Nevus 


Stewart F. Cramer, MD; Mark A. Mandel, MD; Rita Hauler, MD; Walter F. Lever, MD; A. Bennett Jenson, MD 


e An isolated, pruritic lesion developed in the right breast of a 
17-year-old girl during a period of four months. The lesion was 
well circumscribed, erythematous, indurated, and markedly 
hyperkeratotic in the center. The histologic diagnosis was well- 
differentiated squamous cell carcinoma arising in a linear epi- 
dermal nevus. The development of squamous cell carcinoma in a 
linear epidermal nevus is a rare event, previously reported only in 
long-standing, extensive lesions of middle-aged to elderly 
patients. This case seems to be unique in regard to the patient’s 
young age, the short duration of the nevus, and the lack of 
identifiable predisposing factors. 

(Arch Dermatol 1981;117:222-224) 


inear epidermal nevus (verrucous nevus, nevus unius 
lateris) is a benign hyperplasia of the epidermis of 
unknown cause, usually occurring on the trunk and/or 
limbs. The onset is often congenital, although many lesions 
are not clinically apparent until later in childhood. Linear 
epidermal nevi may be small and solitary, or they may be 
multiple and so extensive as to be cosmetically deforming. ' 
Of additional importance to the patient is the association 
of this lesion with a variety of congenital malformations 
and with malignant change.*-* The latter has been reported 
rarely, however, and has heretofore been reported only in 
cases of long-standing, extensive lesions with predisposing 
factors. We report herein an unusual case in which the 
linear epidermal nevus became clinically apparent in ado- 
lescence and gave rise to a squamous cell carcinoma, 
despite the short duration of the lesion and a lack of other 
identifiable predisposing factors. 


REPORT OF A CASE 


In June 1978, a 17-year-old white girl was first seen who had an 
itchy, red patch, that had been present since March 1978, adjacent 
to and extending onto the areola of the right breast. In the few 
weeks before examination, the central portion had become thick- 
ened, indurated, and more darkly pigmented. The patient denied 
any preexisting lesions in the area and stated that she had no such 
lesions elsewhere. There was no family history of similar lesions. 
Examination disclosed a well-cireumscribed, fusiform, hyperkera- 
totic, raised, slightly indurated lesion with central hyperkera- 
tosis near the right areola (Fig 1). There was no regional adenop- 
athy. 

By August 1978, the lesion measured 1.5 x 2.5 em, with a central 
raised nodule measuring 1.0 x 1.2 em. The lesion was excised at 
this time. The margins of excision were histologically normal, and 
the wound healed well without postoperative complications. 

Histologic examination showed two distinctly different lesions 
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Fig 1.—Fusiform lesion on non-sun-exposed area of breast adja- 
cent to areola. Central portion of lesion is raised, indurated, and 
deeply pigmented. Periphery is hyperkeratotic and erythema- 
tous. 


of the epidermis, corresponding to the peripheral and central 
portions of the lesion noted grossly. At the periphery, there was 
epidermal hyperkeratosis, acanthosis, and papillomatosis of a mild 
degree (Fig 2). In the central portion, these features were greatly 
exaggerated and irregular (Fig 3). The proliferating squamous 
epithelium infiltrated irregularly into the dermis (Fig 4). In many 
areas, the epithelium lacked an identifiable basal cell layer and 
showed distinctly abnormal maturation with many dyskeratotic 
cells (Fig 5). Keratinous and dyskeratotic material was discharged 
into the dermis, associated with a lymphocytic infiltrate and a 
focal granulomatous response (Fig 6). 

Sections of the lesion were stained by the unlabeled antibody 
immunoperoxidase (peroxidase-antiperoxidase) technique, using a 
specific rabbit antiserum against the common internal antigen of 
human papillomaviruses (HPVs).° Using this highly sensitive 
method, there was no evidence of HPV common antigen in either 
the linear epidermal nevus or the squamous cell carcinoma. 

One year after surgery, the patient was well and without 
evidence of disease. 


COMMENT 


The clinical appearance, as well as the histopathologic 
features, leaves little doubt about the diagnosis of linear 
epidermal nevus in the peripheral portion of the lesion. The 
onset in adolescence is unusual but is well within the limits 
of previously reported clinical experience. Linear epider- 
mal nevi have a tendency to become more prominent after 
puberty, and it is conceivable that the lesion was previously 
more subtle and was actually present for a longer time 
than was noted by the patient.' In occasional instances, 
inflammatory linear verrucous epidermal nevus (ILVEN) 
has been reported to arise during adult life.** However, the 
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Fig 2.—Peripheral portion of lesion showing hyperkeratosis, acan- 
thosis, and papillomatosis of epidermis without substantial inflam- 
mation, characteristic of linear epidermal nevus (hematoxylin- 
eosin, x 80). 





Fig 3.—Central portion of lesion showing exaggerated hyperkera- 
tosis, acanthosis, and papillomatosis, with irregular extension of 
squamous epithelium downward into dermis (hematoxylin-eosin, 
x 7.5). 
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Fig 4.—Irregular strands of infiltrating squamous epithelium, with 
moderate lymphocytic infiltrate (hematoxylin-eosin, x 200). 


histologic pattern excludes this diagnosis, since ILVEN 
shows focal parakeratosis, in addition to hyperkeratosis, 
and less papillomatosis. 

Fortunately for the patient, the lesion was excised soon 
after the development of the central nodule, and there has 
been no regional adenopathy or other evidence of metasta- 
sis. This leaves the diagnosis of malignant neoplasm to be 
made on the histopathologic analysis of the primary lesion. 
The differential diagnosis of locally infiltrative, proliferat- 
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Fig 5.—Dyskeratotic invasive nests of squamous epithelium lack- 
ing identifiable basal layer and discharging keratinous material 
into stroma (hematoxylin-eosin, x 285). 


ing, well-differentiated epidermal tumors includes pseu- 
doepitheliomatous hyperplasia, keratoacanthoma, verru- 
cous carcinoma, and well-differentiated squamous cell car- 
cinoma. 

Pseudoepitheliomatous hyperplasia represents a reactive 
proliferation of the epidermis in response to an underlying 
disease, usually inflammatory. It may be so exuberant as to 
simulate well-differentiated squamous cell carcinoma. 
Indeed, there was a lymphocytic infiltrate underlying the 
central portion of the lesion in this case. However, there 
was no clinical history of a preexisting underlying lesion. 
Most importantly, the infiltrating cords of squamous epi- 
thelium often lacked an identifiable basal layer. The 
phenomenon of invasion of dyskeratotie strands and 
islands deep in the dermis, with discharge of keratinous 
material and granulomatous inflammation, indicates a 
disturbance of maturation analogous to that found in early 
invasive squamous cell carcinomas in other locations. These 
disturbances are not features of pseudoepitheliomatous 
hyperplasia. Thus, both clinical and histologic features 
suggest that the central epidermal nodule was not a 
secondary reactive process. 

Keratoacanthoma can be eliminated on clinical and 
histologic grounds. Although reports of keratoacanthoma 
in childhood and adolescence do exist, the age of the 
patient and the location of the lesion would be unusual for 
solitary, nonfamilial keratoacanthoma. More importantly, 
the lesion lacked the gross crateriform appearance of a 
keratoacanthoma. Furthermore, a keratoacanthoma has 
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Fig 6.—Keratinous stromal discharge is associated with focal 
granulomatous inflammation (hematoxylin-eosin, x 200). 


never been reported to arise in the midst of a linear 
epidermal nevus. On histologic grounds, the diagnosis of a 
keratoacanthoma was rejected because of the lack of a 
well-formed collarette. 

Verrucous carcinoma is a locally invasive, low-grade type 
of squamous cell carcinoma that has been reported in 
mucosal and plantar locations. The tumor consists of large, 
bulbus, acanthotic masses of minimally atypical squamous 
epithelium. It can be locally destructive, but almost never 
metastasizes.* Both clinically and histologically, the diag- 
nosis of verrucous carcinoma is inconsistent with the 
features of the present case. 

The only remaining possibility is well-differentiated 
squamous cell carcinoma. The irregular stromal invasion, 
abnormal maturation, lymphocytic response, and lack of an 
identifiable basal layer are all histologic features consis- 
tent with this diagnosis."'^ Furthermore, the development 
of squamous cell carcinoma in linear epidermal nevi has 
been previously described and accounts for the unusual age 
and location of the tumor. 

Swint and Klaus? reported the development of Bowen's 
disease and, seven years subsequently, invasive squamous 
cell careinoma, in the extensive, congenital linear epider- 
mal nevus of a 64-year-old man. The squamous cell carcino- 
ma was reported to be moderately well differentiated and 
was noted to arise in the Bowenoid epithelium in the linear 
epidermal nevus. 

Dogliotti and Frenkel* reported a squamous cell carcino- 
ma arising in the long-standing, extensive linear epider- 
mal nevus of a 41-year-old black African man who was a 
motor mechanic. The patient gave a history of gradual 
enlargement from a small ulcer first noted in the linear 
epidermal nevus two years previously. There was no family 
history of similar lesions. The tumor was a fungating, 
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uleerated lesion of the right palm measuring 7 cm in 
diameter at the time of diagnosis. Histologically, the tumor 
was a well-differentiated squamous cell carcinoma that 
extended to the bone. The patient also had a linear 
epidermal nevus on the right side of the abdominal wall. In 
their review, Dogliotti and Frenkel commented that Wel- 
ton had questioned the case of Swint and Klaus, reclassify- 
ing the underlying lesion as porokeratosis (Mibelli's dis- 
ease). 

The case reported herein seems to be unique regarding 
the short duration of the lesion and the small size of the 
linear epidermal nevus. It also differs from previously 
reported cases in the lack of any apparent predisposing 
factors. In the patient of Swint and Klaus, there was 
preexisting Bowen's disease, while the patient of Dogliotti 
and Frenkel undoubtedly had exposure of the skin of the 
hand to soots and oils in the course of his employment as a 
motor mechanic. These substances may have played a 
contributory role in the development of carcinoma, since 
they have been accepted as cutaneous carcinogens by the 
International Agency for Research on Carcinogenesis." 

Lacking evidence of genetic, solar, and chemical carci- 
nogenic factors in our own case, we sought evidence for a 
viral factor. Human papillomaviruses have been estab- 
lished as causative agents in a variety of human prolifera- 
tive squamous epithelial lesions. Five serotypes have been 
defined and are associated with four clinically distinet 
types of lesions: HPV-1 and HPV-4 with verruca plantaris, 
HPV-2 with verruca vulgaris, HPV-3 with verruca plana, 
and HPV-5 with the pityriasiform type of lesion that is 
seen in some patients with epidermodysplasia verrucifor- 
mis and has a propensity for malignant change." These 
five HPV serotypes possess a common structural internal 
antigen, which is detectable in virus-positive (by electron 
microscopy) lesions produced by all papillomavirus sero- 
types.” However, antigen expression is not universal 
among all viral-induced lesions. Thus, the negative results 
obtained in screening this lesion for HPV common antigen 
by the immunoperoxidase method do not constitute abso- 
lute proof that a HPV did not have a causative role in this 
case. However, it does strongly suggest that other factors 
are more likely to be responsible for the lesion. 


This manuscript was prepared by Bonnie Lou Berry. Don Schad and Bob 
Langlotz prepared the illustrations. 
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Successful Treatment of 


Keratoderma Hereditaria Mutilans 
With an Aromatic Retinoid 


Albert F. I. Chang Sing Pang, MD; Arnold P. Oranje, MD; Vojislav D. Vuzevki, MD; Ernst Stolz, MD 


e Clinical features and treatment of keratoderma hereditaria 
mutilans (Vohwinkel’s syndrome) are described in an 11-year- 
boy. The disease, in particular the mutilating complications 
(pseudo-ainhum), responded satisfactorily to the oral adminis- 
tration of etretinate, an aromatic retinoid. 

(Arch Dermatol 1981;117:225-228) 


n 1929, Vohwinkel' reported hyperkeratotic lesions on 
the palms and soles of a 24-year-old woman and her 
14-month-old daughter. The mother had suffered from the 
disease since she was 2 years old, and complications, such as 
constrictions of the fingers and toes resulting in sponta- 
neous amputations, had occurred between the ages of 11 
and 15 years. This condition is currently known as kerato- 
derma hereditaria mutilans (KHM) or Vohwinkel's syn- 
drome.'^ 
The most common signs of KHM are the following: 
diffuse hyperkeratosis of the palms and soles giving rise to 
a honeycomb structure, constrictions of the phalanges 
(usually beginning in the fifth toes), and starfish-shaped 
hyperkeratoses on the dorsal aspects of the hands and feet. 
There are also the following additional features: onset in 
early childhood, usual occurrence in white girls or women, 
and familial incidence, with possible inheritance as an 
autosomal dominant trait. In a number of patients suffer- 
ing from KHM, other clinical signs may be found, such as 
cicatricial alopecia, ichthyosiform dermatoses,'^ high-tone 
-acoustic impairment, deafmutism,* knuckle pads, and nail 
anomalies. 
The hyperkeratoses in patients with KHM are difficult 
to treat. Urea-containing ointments in concentrations up 
to 30% are of some value, but adequate treatment of the 
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phalangeal constrictions has not yet been reported. Etreti- 
nate, an aromatie retinoid, has been used successfully in 
the treatment of a number of conditions in which hyper- 
keratosis or dyskeratosis are features, including lichen 
planus, pityriasis rubra pilaris, uleerative leukoplakia, ery- 
throkeratoderma variabilis, ulerythema ophryogenes, hy- 
perkeratosis palmoplantaris, Darier's disease, and ichthyo- 
sis.’ Consequently, we decided to treat an 11-year-old boy 
who was suffering from KHM with etretinate. 


REPORT OF A CASE 


In 1978, an 11-year-old boy was admitted to the hospital with a 
dermatosis on his hands and feet. The dermatosis had started 
when the patient was 3 or 4 months of age. Pregnancy and birth 
had been uncomplicated. Until the age of 5 years, his development 
had been normal, but thereafter, his walking had become 
impaired. There was no family history of a similar condition. 

Dermatologie examination revealed hyperkeratotie lesions with 
erythematous edges on the palms, soles, dorsal aspects of the 
hands and feet, and the knees. The areas of palmar and plantar 
hyperkeratoses resembled honeycomb-like shields, while on the 
dorsal aspects of the hands and fingers they had a starfish-shaped 
configuration. The knees showed similar hyperkeratoses (Fig 1). 
On the dorsa of the fingers, knuckle pad-like cornified lesions were 
seen. Both fifth fingers showed constrictions (pseudo-ainhum) 
(Fig 2), while, distal to the constrictions, the fingers were swollen, 
red, and tender. The fingernails were pale and dull, and the fifth 
toes were absent on both feet. Scalp hair was sparse, and the hairs 
were thin and fuzzy. No hyperhidrosis was noted. Further physical 
examination revealed extensive dental caries, mild pectus excava- 
tum, a grade 1 systolic murmur to the left of the sternum, and 
complete paresis of both legs. The ankles, knees, and hip joints 
showed contractures; the leg muscles were atrophied. 

The complete blood cell count, liver enzyme level, renal function 
test results, serum protein levels, routine urinalysis results, and 
quantitative analysis results of urine for aminoacids were all 
normal. 

Roentgenograms of the skull, spine, pelvis, hands, feet, and 
knees showed no abnormalities except for some degree of bony 
rarefaction. Cardiac consultation for the systolic murmur resulted 
in a diagnosis of primary atrial septal defect, without hemody- 
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Fig 1.—Starfish-shaped hyperkeratoses on knees. 
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Fig 3.—Audiogram showing functional loss of high tones. 


namic consequences. Audiometry showed bilateral functional loss 
for high-pitched tones (Fig 3). Neurologic examination, including 
electromyography, revealed spastic paraplegia and myopathy. 
Psychological tests indicated that the patient had a normal IQ. 


RESULTS 
Because of the severity of the cutaneous constrictions 
and the hyperkeratoses, we administered oral etretinate to 
our patient in a dosage of 30 mg/day (1 mg/kg/day). 
Dramatic improvement was seen two weeks after therapy 
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Fig 4.—Decreased hyperkeratoses after three months of etreti- 
nate therapy. 


was begun. The hyperkeratotic lesions improved (Fig 4),' 
and the constrictions and distal swelling of the fingers, as 
well as discoloration of the skin, disappeared (Fig 5). 

Our patient has now been treated for more than one year 
with the same dosage (80 mg/day) and, to the time of this 
writing, has had no side effects. 


HISTOPATHOLOGIC FINDINGS 


A biopsy specimen taken from a hyperkeratotic lesion 
on the dorsum of the right hand showed inverted down- 
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Fig 6.—Shallow, crater-like formation in epidermis. Biopsy speci- 
men of hyperkeratotic lesion was taken from dorsum of right hand 
(hematoxylin-eosin, original magnification x 125). 
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Fig 5.—Disappearance of pseudo-ainhum after three months of 
etretinate therapy. 
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Fig 7.—Marked hyperkeratosis. Biopsy OUS of REFR A. 
ic lesion was taken from dorsum of right hand (hematoxylin-eosin, 
original magnification x 325). 





Distinguishing Characteristics of Conditions 





Disease Heredity Age of Onset Characteristics 


Keratoderma hereditaria mu- Autosomal dominant? Preschool age Diffuse hyperkeratoses with honeycomb aspect of 
tilans palms and soles; starfish-shaped keratoses on 
dorsa of hands and feet and irregular linear ker- 


atoses on elbows and knees; pseudo-ainhum of 
fingers and toes; no hyperhidrosis; normal intelli- 
gence 


Mal de Meleda Autosomal recessive Preschool age Diffuse hyperkeratosis with erythema, extending to 
dorsal aspects of hands and feet; hyperhidrosis 
susceptible to secondary eczematization; physi- 
cal and mental retardation; inbreeding 

Papillon-Lefévre syndrome Autosomal recessive Preschool age Diffuse hyperkeratoses with erythema, extending 
to dorsal aspects of hands and feet; hyperhidro- 
sis with fetid smear; periodontosis with severe 
gingivitis and loss of teeth; normal, but sparse, 
hair growth; normal intelligence 


Diffuse hyperkeratoses on palms and soles; irregu- 
lar hyperkeratotic patches on arms and legs; 
progressing over many years (sometimes even to 
the fourth decade); normal intelligence 
Sj6gren-Larsson syndrome Autosomal recessive ` Birth Congenital ichthyosiform erythroderma; flexural or 
more generalized hyperkeratoses with slight 
scaling, mostly in later years; mental retardation; 
. spastic diplegia or quadriplegia; thick hyperkera- 
toses of palms and soles; normal, but sparse 
and dry hair growth 





Greither's syndrome Autosomal dominant 









Preschool age 
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ward-projecting lesions with shallow crater-like forma- 
tions (Fig 6). At higher magnification, the abnormalities 
were seen to be largely confined to the epidermis. The most 
striking feature was a notable increase in thickness of the 
stratum corneum (Fig 7). The hyperkeratotic masses were 
intermittently interspersed with small areas of parakera- 
tosis. There was also acanthosis with irregular prolonga- 
tion of the rete ridges into the upper corium. The granular 
layer was moderately thickened with cells containing 
abundant and coarse keratohyalin granules. The papillary 
dermis contained a few mononuclear inflammatory cells. 


COMMENT 


Our patient’s findings were fully compatible with those 
of the KHM syndrome, although there was no familial 
occurrence of the disease. Our patient also had acoustic loss 
for high tones, as described by Gibbs and Frank; as well as 
sparse scalp hairs (which were fuzzy and thin), spastic 
paraplegia, and myopathy. To the best of our knowledge, 
the sparse scalp hairs, spastic paraplegia, and myopathy 
have not been previously reported in KHM. 

Keratoderma hereditaria mutilans must be differen- 
tiated from mal de Meleda, the Papillon-Lefévre syndrome, 
Greithers syndrome, and the Sjógron-Larsson syn- 
drome.*-*-'' The distinguishing characteristics of these con- 
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ditions are listed in the Table.  . : 

The dose of etretinate selected for our patient (30 
mg/day) did not cause any side effects, ie, dry lips, dry 
eyes, conjunctivitis, epistaxis, or hair loss. Lower dosages 
immediately led to an increase in hyperkeratosis.’ 

Recently, beneficial effects from the use of aromatic 
retinoids in mal de Meleda’? and in nonbullous ichthyosi- 
form erythroderma with annular digital constrictions'? 
have been reported. The therapeutic effect of etretinate is 
believed to be caused by a decrease in epithelial cell 
cohesion,* and, like vitamin A and other retinoids, it 
inhibits pathologic cornification.'^'* Cole" believes that the 
primary factor underlying ainhum is an abnormal and 
excessive keratinization. It seems to us that such patholog- 
ic cornifieation in KHM may lead to digital constrictions, 
and that, as presently indicated, this process is reversed by 
etretinate. Finally, the question arises as to whether 
patients with KHM, and others with similar conditions, 
should receive etretinate intermittently or continuously 
for indefinite time periods. At this time, such a treatment 
approach cannot be considered until possible long-term 
toxic effects from the drug have been better studied and 
delineated. 


Leon Kriek, MD, performed the audiogram; Alfred Notowicz, MD, gave 
fruitful advice; J. Boddingius, PhD, reviewed the manuscript. 
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Hereditary Epidermolytic 


Palmoplantar Keratoderma 


Lawrence G. Blasik, MD; Robert L. Dimond, MD; Richard D. Baughman, MD 


e We describe herein a patient in whose family 11 of 20 
members have a palmoplantar keratoderma. The pathologic 
findings in the proband were those of epidermolytic hyperkera- 
tosis. As in the other families described, the disease was found 
to be inherited as an autosomal dominant trait. All involved 
family members had hyperkeratosis of the palms and soles as 
infants. Light microscopy showed hyperkeratosis, hypergranulo- 
sis with large irregular keratohyalin granules, and large clear 
spaces in the cells of the granular and upper spinous layers. Our 
electron microscopic findings showed that the clear spaces were 
areas of cytoplasm filled with a fibrillar material and cellular 
organelles; abnormal clumps of tonofilaments and keratohyalin 
were also present. We consider this disorder to be a form of 
keratoderma rather than a localized ichthyosis. 

(Arch Dermatol 1981;117:229-231) 


he palmoplantar keratodermas are a group of disor- 

ders of keratinization, many of which are hereditary. 
Diffuse hyperkeratosis, sharply limited to the palms and 
soles and inherited as an autosomal dominant trait, is 
characteristic of the most common hereditary form, that of 
Unna and Thost. In other variants, the hyperkeratosis may 
include other body areas as well, and, in some syndromes, 
other organ systems may also show abnormalities. In 1901, 
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Fig 1.—Diffuse palmoplantar hyperkeratosis. 


Arch Dermatol—Vol 117, April 1981 


Voerner' described the histologic findings we now call 
“epidermolytic hyperkeratosis” in one member of a family 
in which 19 of 40 members had clinically typical Unna- 
Thost tylosis. In 1970, Klaus et al? reported similar findings 
in three families. In 1978, Fritsch et al? described another 
family with this disorder and reported their electron 
microscopic findings. In this article, we describe another 
family similar to those reported and give our ultrastructur- 
al study of the proband. 


REPORT OF A CASE 


A 20-year-old man sought advice about the thickened skin on his 
palms and soles. His primary motivation was that a similar 
disorder had developed in his 9-month-old daughter. On examina- 
tion, the patient showed diffuse hyperkeratosis of the entire 
surface of the palms and soles (Fig 1). However, the remainder of 
his skin, his nails, and his teeth were normal. 

Further study of the family pedigree showed palmoplantar 
keratoderma to be a hereditary disorder with an autosomal 
dominant inheritance pattern (Fig 2). The family consisted of four 
generations of 20 members. By history, all of these were affected. 
All had had the onset of the problem by at least 6 months of age. 
Those affected had not been particularly troubled by this problem. 
All affected members had tried multiple over-the-counter emol- 
lients, with varying degrees of satisfaction. 

All affected family members had yellow, hyperkeratotic, moder- 
ately scaling palms and soles. The dorsa of the hands and feet were 
not involved. There was sharp limitation of involvement at the 
wrists. 

A biopsy specimen of the palm of the proband showed the 
characteristic findings of epidermolytic hyperkeratosis (Fig 3). 
The stratum corneum was thickened, and the keratinocytes of the 
granular layer and upper spinous layer had a vacuolated appear- 
ance with large, irregularly shaped keratohyalin granules. 


Fig 2.—Pedigree of proband's family showing autosomal domi- 
nant transmission of keratoderma. Black indicates involvement; 
white, noninvolvement; squares, male subjects; circles, female 
subjects. 
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Ultrastructurally (Fig 4 and 5), the apparently clear vacuoles 
seen with the light microscope were areas of cytoplasm that lacked 
tonofilaments but that had many ribosomes, glycogen particles, 
mitochondria, multivesicular bodies, and keratinosomes distrib- 
uted in a loose fibrillar matrix. Rather than being distributed in 
their normal diffuse pattern throughout the cytoplasm, the tono- 
filaments were aggregated into clumps at the periphery of or in 
the clear areas. Keratohyalin seemed to be prematurely deposited 
on these tonofilament masses to produce large keratohyalin- 
tonofilament complexes. These complexes persisted into the lower 
layers of the stratum corneum although higher levels appeared 
normal. The desmosomes were intact, and there was no separation 
of epidermal cells from one another. There were no cytolytic 
vacuoles. The lower epidermis and upper dermis appeared 
normal. 


COMMENT 


“Epidermolytic hyperkeratosis” is a descriptive histo- 
pathologic term referring to hyperkeratosis of the epider- 
mis associated with apparent vacuolation of the cells of the 
granular and upper spinous layers. In 1966, Frost and Van 
Scott’ classified the ichthyosiform dermatoses on the basis 
of clinical and histologic characteristics and cell kinetics 
findings. One of these diseases they named “epidermolytic 
hyperkeratosis” because its most unique feature was its 
histopathologic appearance. Patients with epidermolytic 
hyperkeratosis had a scaly covering at birth that desqua- 
mated to leave an inflamed surface. Later, thick, gray- 
brown, often verrucous scales developed over most of the 
body, especially in flexural areas. Bullae also frequently 
occurred in these children. Previously, this disease had 
been called “congenital bullous ichthyosiform erythroder- 
ma." For the disorder that had been named "nonbullous 
congenital ichthyosiform erythroderma,” which was char- 
acterized by large lamellar scales, Frost and Van Scott used 





the term “lamellar ichthyosis.” 

As noted by Frost and Van Scott,‘ linear epidermal nevi 
and ichthyosis hystrix may also show epidermolytic hyper- 
keratosis on microscopic examination. Shapiro and Baraf* 
described a wart-like solitary tumor with similar changes 
and named it “isolated epidermolytic acanthoma.” Hirone 
and Fukushiro® described a patient with disseminated 
epidermolytic acanthomas that were verrucous lesions with 
similar characteristic histopathologic findings. Ackerman’ 
has noted that the histopathologic changes of epidermolyt- 
ic hyperkeratosis can occur incidentally in a variety of 
acquired conditions such as epithelial cysts, seborrheic 
keratoses, and squamous cell carcinomas. 





of granular and upper spinous layers (hematoxylin-eosin, original 
magnification x 250). 


keratohyalin granules (K) and clumps of tonofilaments (T) are also present ( x 3,000). 
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Fig 5.—Clear areas containing various organelles in fine fibrillar matrix. Large clumps 
of tonofilaments are associated with keratohyalin deposits ( x 11,000). 


The family we describe herein is afflicted with keratosis 
palmaris et plantaris, another clinical condition thay may 
have the pathologic finding of epidermolytic hyperkerato- 
sis. In all eases in which this condition has been demon- 
strated, the clinical appearance and hereditary patterns 
were entirely consistent with Unna-Thost tylosis, in which 
the mieroscopie findings of massive hyperkeratosis and 
acanthosis are characteristic. Patients with hereditary 
epidermolytie palmoplantar keratoderma, like patients 
with the common Unna-Thost keratoderma, have no evi- 
dence of ichthyosis elsewhere. Therefore, we believe that 
families with this problem do not have a localized variant 
of the type of ichthyosis called “epidermolytic hyperkera- 
tosis," but rather have one kind of palmoplantar keratoder- 
ma. 

It is interesting that some patients with this condition 
have actually found it to be helpful if they are engaged in 


strenuous manual labor. This was the case of the proband, 
who worked as a machinist. Fritsch et al’ effectively 
treated their family of patients with an oral aromatic 
retinoid so that the palms and soles became "almost normal 
appearing." However, these patients all discontinued the 
treatment because their new, normal skin proved to be a 
handicap in their farming activities. 

Our ultrastructural findings did not show the cytolytic 
changes described by Fritsch et al? However, they are 
similar to the electron mieroscopie studies published in 
cases of bullous congenital ichthyosiform erythroderma,* "^ 
nevus verrucous bilateralis," and disseminated epidermo- 
lytic acanthoma.^ We suspect that the changes we have 
shown are early ones and that cytolytic vacuolation may 
occur later. We believe that the primary aberration is an 
abnormality of the keratinization process, perhaps, more 
specifically, a problem of filament aggregation. 
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Aplasia Cutis Congenita 


A Follow-up Evaluation After 25 Years 


Jan Mikael Munkvad, MD; Aksel Otkjaer Nielsen, MD; Torsten Asmussen, MD 


è Aplasia cutis congenita is a rare disease with less than 300 
cases reported in the literature. A patient with extensive involve- 
ment of the skin was observed for 25 years. During adolescence, 
a reactive depression related to the residual cicatricial alopecia 
on the left side of the scaip developed. The psychiatric distress 
disappeared after corrective surgery was performed. It is recom- 
mended that patients with this disorder be regularly observed to 
select cases appropriate for early plastic surgery. 

(Arch Dermatol 1981;117:232-233) 


SA cutis congenita was first noted by Cordon in 1767 
and was described in siblings by Cambell in 1826. 
Since then, approximately 290 cases have been recorded.” 
Few of the reports included long-term follow-up examina- 
tions. 

More than 80% of the patients observed had defects of 
the scalp, which usually were located on the vertex at the 
midline.* Less often, affected areas were (in order of 
frequency) the forearms, the knees, the trunk, the legs, and 
the face.' The lesions not involving the scalp were often 
multiple and symmetrically distributed and had a tendency 
to more complete, rapid healing, leaving only slight scar- 
ring. In contrast, the aplasias of the scalp usually result in 
scarring alopecia that may be extensive. 

We describe herein a patient born with approximately 
30% skin aplasia located both symmetrically and unilater- 
ally on the body as well as on the scalp. 


REPORT OF A CASE 


A 25-year-old woman was admitted to our clinic of dermatology 
for scars on the arms and trunk and alopecia that was causing 
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mental disturbance to such a degree that the patient had been 
hospitalized and placed in the psychiatric ward. 

The patient had been born in a hospital about three weeks 
before term. The gestation period and delivery had been normal. 
Her birth weight had been 2,700 g and she was 51 em long. The 
placenta had been large and pale and had infarcts. The umbilical 
cord was macerated and bleeding. 

The serologic test result for syphilis was negative. Immediately 
after birth, the patient was admitted to the Dermatology Depart- 
ment of the Rudolph Bergs Hospital, Copenhagen, for skin defects 
in the center and on the left side of the scalp, on both arms, on the 
back, and on the lateral aspect of the left thigh. 

Further history revealed that the patient was the fifth of five 
siblings. There were no other congenital defects in the family, but 
the father had suffered from diabetes mellitus since youth. 

Examination at the time showed major and minor polycyclic, 
sharply demarcated, skin defects arranged in longitudinal streaks. 
The edges were pale; the surfaces of the lesions were cyanotic and 
bled easily. 

The defects healed completely in a few weeks, and the patient 
was thriving when she was discharged from the hospital. 

The patient was seen again at the hospital when she was 3 years 
old for atopic dermatitis on the extensor and flexor aspects of the 
extremities. There were no problems with the scarred areas. The 
patient remained healthy until her late teenage years, when she 
had depressive symptoms related to cosmetic problems secondary 
to scarring alopecia at the sites of healed skin defects on the scalp. 
After the age of 22, she constantly wore a transformation to hide 
the defects, gradually isolated herself, and finally experienced a 
pronounced reactive depression. 

Examination of the patient at our dermatology clinic at age 25 
indicated an area of cicatricial alopecia that was 12 em in length 
and 8 em wide in the left parietotemporal area (Figure, left). 
There was a similar smaller area of alopecia at the vertex. On the 
extensor aspect of both arms and on the back, extending down 
over both buttocks and ending in a longitudinal streak on the left 
thigh, were sharply demarcated scars. These were largely atrophic, 
but, in certain areas, were somewhat hypertrophie, resembling 
overall old burn scars. The location of the lesions corresponded to 
those described during the neonatal period. 

A diagnosis of multiple scars secondary to healed lesions of 
aplasia cutis circumscripta congenita was made. The major cos- 
metic problem, in the patient's judgment, was the alopecia of the 
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Left-sided alopecia. Left, Before primary intervention by plastic surgery. Right, After surgery. 


left temperoparietal area. Consequently, she was referred for 
plastic surgery. 

The first step of a two-step operation was done and consisted of 
making a flap, which extended from the vertex to the left-sided 
defect. In this way, approximately half the area of alopecia was 
covered (Figure, right). The patient was pleased with the 
cosmetic outcome of this procedure, and her psychiatric symptoms 
abated. She plans to undergo repairs of the remaining scalp 
defects within the year. 


COMMENT 


To our knowledge, ours is the first report of aplasia cutis 
congenita with a follow-up period of 25 years. The cause of 
the disease is still not established, but intrauterine injury 


(secondary to uterine polyps for example), maternal sys- 
temic disease, and drug effects producing amnionitis have 
all been proposed.*°7 The disease has been considered by 
some to be a manifestation of epidermolysis bullosa. 
Autosomal dominant and recessive modes of inheritance 
have been described.*'^ Recently, it has been stated that 
the disease is often associated with other congenital mal- 
formations, particularly those involving the head or limbs 
or ring constrictions of the forearms and lower part of the 
legs.^* Histological examinations of patients with aplasia 
cutis congenita have failed to indicate important causative 
or diagnostic clues. Usually the dermis is deficient in 
elastic fibrils and shows the microscopic changes of ordi- 
nary scar formation in healed lesions.’ 
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Mycosis Fungoides 


Small-Bowel Involvement Complicated by Perforation and Peritonitis 


Charles Camisa, MD, Alan Goldstein, MD 


e Mycosis fungoides (MF) is a malignant lymphoma that 
arises in the skin and subsequently may involve lymph nodes 
and viscera as part of the natural course of the disease. The 
disease has distinct histologic characteristics that may be 
recognized in extracutaneous tissues. A patient who had MF with 
ulcerating cutaneous nodules is presented herein. Death 
resulted from perforation of the small bowel involved by the 
disease and consequent peritonitis. 

(Arch Dermatol 1981;117:234-237) 


Vea fungoides (MF) is a malignant lymphoma that 

characteristically begins in the skin and may subse- 
quently involve lymph nodes and other internal organs. 
The average duration from the time of histologic diagnosis 
of MF in the skin to diagnosis of generalized lymphoma is 
31 months. Autopsy studies reveal some correlation 
between severe clinical involvement of the skin and lymph 
nodes and extensive visceral involvement. 

Disease changes in the gastrointestinal (GI) tract, 
although uncommon, have been recognized in MF?“ and in 
the Sézary syndrome.’ In an autopsy series of 86 patients, 
the duodenum, jejunum, and ileum were involved by MF in 
3, 2, and 8 cases, respectively." Hemorrhage** and diarrhea’ 
may be complications of GI tract involvement. 

We describe herein a patient who had the tumors of MF 
(some of them ulcerated), but without palpable lymph 
nodes or evidence of visceral involvement as determined by 
standard “noninvasive” techniques. Five months later, she 
suffered perforation of the small intestine, which was 
complicated by peritonitis. To our knowledge, this is the 
first report of death caused by involvement of the small 
bowel with consequent perforation and peritonitis. 
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REPORT OF A CASE 


A 58-year-old woman was seen for the first time in the 
dermatology clinic of Bellevue Hospital, New York, in August 
1978, with an extensive skin disease. She was a poor historian, but 
stated that a scaly rash on her hands had been present for many 
years and had been treated with topical medicines. She had noted 
new elevated lesions on her skin in the preceding nine months and 
believed that some tumors had developed on previously normal- 
appearing skin. She had had pulmonary tuberculosis in 1960, which 
had been treated by a lobectomy of the upper lobe of the left lung. 
She also received isoniazid and aminosalicylic acid for 18 
months. 

Physical examination showed an obese woman in no acute 
distress. Blood pressure was 140/90 mm Hg. Other vital signs were 
normal. There was a grade 2/6 systolic ejection murmur; the lungs 
were clear to percussion and auscultation. The abdomen was soft 
and nontender, with no hepatosplenomegaly. There was no sub- 
stantial cervical, axillary, or inguinal lymphadenopathy. Examina- 
tion of the skin showed large scaly erythematous patches with 
wrinkling on the back and flanks. In addition, there were multiple 
red-brown plaques and nodules, some with central ulcerations, 
involving the face, extremities, and trunk (Fig 1). In the left 
scapular area, below the thoracotomy scar, a 12 x 15-cm ulcerated 
tumor with a purulent crateriform base was present (Fig 2). 

A complete blood cell count disclosed the following values: 
hematocrit, 36%; hemoglobin, 11.9 g/dL; WBCs, 7,700/cu mm, with 
75% polymorphonuclear leukocytes, 8% band cells, 6% monocytes, 
9% lymphocytes, and 2% eosinophils. There were no atypical 
mononuclear cells or Sézary cells in the peripheral blood. Serum 
electrolyte, urinalysis, and liver function test results were normal. 
There was no occult blood evident in the stool examination. Skin 
test results were negative for mumps, Candida, trichophytin, and 
PPD at 5 TU, but were strongly positive for PPD at 250 TU. The 
chest roentgenogram was normal except for the lobectomy. Diag- - 
nostic studies for visceral involvement with MF included a barium 
enema examination, upper GI tract series with small-bowel follow- 
through, an intravenous pyelogram, an abdominal ultrasound 
examination, and a liver-spleen scan, all of which were normal. 
Lymphangiograms and a body computerized tomographic scan 
were not performed. Bone marrow aspiration showed mild hyper- 
plasia of the myeloid series with increased stores of iron. A 
gallium scan showed increased uptake that corresponded to the 
large, ulcerated, secondarily infected tumor on the back (Fig 2). 

Incisional biopsy specimens of tumors on the forehead, back, 
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Fig 1.—Patient showing variety of cuta- 
neous lesions of mycosis fungoides at time 
of presentation. Patches, plaques, and 
nodules, some ulcerated, are evident. 





Fig 4.—High-power view of epidermis over- 
lying nodule showing many atypical cells 
(some in mitosis) with large irregular nuclei 
that have prominent nucleoli (hematoxylin- 
eosin, original magnification x 432). 
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Fig 2.—Close-up of large ulcerated tumor 
in left scapular area. Note areas of sponta- 
neous regression marked by hypopigmen- 
tation and repigmentation in follicular dis- 
tribution. 


Fig 5.—Low-power view of section of small 
bowel showing dense monomorphous 
infiltrate involving muscle layers and sero- 
sa of bowel wall, with extension into 
mesentery (hematoxylin-eosin, original 
magnification X 12.5). 


and left knee showed a dense infiltrate of mononuclear cells in the 


epidermis, the dermis, and the subcutaneous fat (Fig 3). Many 
atypical mononuclear cells with large nuclei and prominent 
nucleoli were found in the rete ridges (Fig 4). Some of these cells 
were in mitosis. Electron microscopy of a tumor showed that 43% 
of the cells were similar to Sézary cells. Fifty-seven percent of the 
cells had large nuclei that were not as highly convoluted. 
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Fig 3.—Nodule of mycosis fungoides with 
dense monomorphous infiltrate of mono- 
nuclear cells throughout epidermis, der- 
mis, and extending into subcutaneous fat 
(hematoxylin-eosin, original magnification 
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Fig 6.—High-power view of infiltrate in wall 
of small bowel showing sheet of atypical 
mononuclear cells with large nuclei, some 
clefted, scanty eosinophilic cytoplasm, 
and mitotic figures consistent with myco- 
sis fungoides (hematoxylin-eosin, original 
magnification X 350). 


TREATMENT 


The large tumor (Fig 2) was treated with cobalt 60 
gamma rays, 3,000 rads fractionated over two weeks, with 
complete regression and healing of the ulcer. The small 
nodules were treated with radiation, intralesional triamci- 
nolone acetonide (10 mg/mL), or surgical excision. A solu- 
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tion of mechlorethamine hydrochloride (10 mg/60 mL of 
normal saline) was applied daily to the rest of the skin, 
with resolution of most patches and plaques. The patient 
was discharged while receiving this medication alone. 

In December 1978, rapidly growing subcutaneous nod- 
ules developed, both in apparently normal skin and in some 
previously irradiated areas. The patient was re-admitted to 
the hospital. There were 1- to 2-cm firm nonfixed nodules 
with no gross alteration in the skin on the forehead, thigh, 
abdomen, and left ankle. The remaining skin surface was 
free of lesions. Findings of examinations of the heart, 
lungs, abdomen, and lymph nodes were unchanged from 
the first admission. Routine blood test results, urinalysis 
test results, and a chest roentgenogram were normal. A 
biopsy specimen of the thigh lesion, which had been in a 
previously nonirradiated area, showed sheets of poorly 
differentiated lymphocytes throughout the reticular der- 
mis and subcutaneous fat. This finding was interpreted as 
malignant lymphoma consistent with the tumor stage of 
MF. 


On Jan 8, 1979, while the patient was still hospitalized, an 
acute abdomen developed. An exploratory laparotomy was 
performed, revealing peritonitis with a 3-cm perforation of 
the jejunum and multiple gray tumor implants along the 
small bowel, in the liver, on the mesentery, and in the 
pelvic organs. A section of perforated bowel was removed, 
but the resulting line of anastomosis contained obvious 
neoplastic infiltrates. Microscopic examination indicated 
that the wall of the small bowel was invaded by an 
infiltrate composed of a monomorphous population of cells 
with large vesicular clefted nuclei and scanty eosinophilic 
cytoplasm (Fig 5 and 6) consistent with MF. The patient 
died 30 days after surgery. Permission for an autopsy was 
not obtained. 


COMMENT 


The patient had MF, by both clinical and histopathologic 
criteria. The actual duration of her disease was uncertain. 
Her initial response to local irradiation and topical mech- 
lorethamine therapy was excellent. Three months later, her 
cutaneous disease progressed rapidly with the develop- 
ment of subcutaneous nodules? both de novo and in 
previously irradiated areas. On histopathologic examina- 
tion, the former lesions showed monomorphous infiltrates 
that did not involve the epidermis. This finding is still 
consistent with the diagnosis of MF, because mononuclear 
cells may or may not be present in the epidermis, and the 
infiltrate may be monomorphous or polymorphous in nod- 
ular lesions. The morphologic appearance of the tumor 
cells seen on electron microscopy closely resembled those of 
Sézary cells.'^'! 

Formerly, it was thought that when mycosis fungoides 
involved internal organs, it had progressed into a malig- 
nant lymphoma of the lymphocytic or histiocytic type or 
into Hodgkin's disease.^*'^'* This concept is no longer 
tenable. Recent autopsy studies of patients with MF 
showed that 55% to 82% had extracutaneous involve- 
ment.**** The lesions in the lymph nodes and the viscera 
have a characteristic, if not specific, cellular composition 
that closely resembles that of the skin lesions in the same 
patient. Identification of atypical lymphoid cells with 
irregular clefted nuclei on light microscopy (mycosis cells) 
is not specific for MF.™” 

Gastrointestinal tract involvement in MF is uncommon 
(Table). Of 27 patients with the disease who had autopsies 
performed, two had esophageal involvement, and two had 
infiltrates in the stomach (one ulcerated with notable 
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Gastrointestinal Tract Involvement in Mycosis Fungoides : 
in Autopsy Series 


Involvement 
No.of ———————————————— 
Source, Patients — Esopha- Intes- 
yr in Series gus Stomach tine Total 

















Epstein et 86 7 7 16 30 
al,’ 1972 
Block et al,* 
1963* 

Cyr et al,‘ 23 uM ue 27 2 
1966* 

Long and 27 2 2 
Mihm,* 
1974 

Total 


*Organ not specified in reference. 


bleeding); none had involvement of the small or large 
intestine. Epstein et al? noted a slightly greater preva- 
lence of GI tract involvement in patients with MF. Of 86 
autopsies of patients with MF, the esophagus was involved 
in seven cases, the stomach in seven, the small bowel in 13, 
and the colon in three. Cyr et al* reported GI tract 
involvement in two of 23 cases in which a pleomorphic 
histopathologic picture of MF was maintained until the 
time of death. An additional 19 cases were thought to 
represent a transition of MF in various types of lymphoma, 
a conclusion that would probably not be supported by the 
clinical and histopathologic criteria currently used.^* 
Detailed autopsy data were not given for these 19 cases, 
but hemorrhage from the GI tract involved by lymphoma is 
listed as the cause of death in at least one case.* 

Extensive infiltration of the submucosa of the small and 
large bowel by atypical lymphoid cells with indented nuclei, 
and associated with diarrhea and weight loss,’ has been 
reported in the Sézary syndrome. In that patient, as in 
ours, findings from barium enema examination and upper 
GI tract series with small-bowel follow-through were 
normal. The diagnosis was made from biopsy specimens 
obtained by endoscopic techniques. 

In general, patients with extracutaneous involvement in 
MF carry a graver prognosis. Fuks et al'* found that the 
average duration from the time of diagnosis of extracuta- 
neous involvement to death was only 7.5 months. Long and 
Mihm’ noted that the average survival period of the onset 
of clinically suspected visceral involvement was 11 months, 
while Epstein et al* reported that, in deaths related to MF, 
the median survival time for patients with a diagnosis of 
malignant lymphoma of the lymph nodes was 18 months. 
The average duration from diagnostic skin biopsy to death 
and autopsy was paradoxically greater (40 months) in 
patients with extracutaneous involvement, compared to 
patients without it (21 months), in the study by Rappaport 
and Thomas. The survival times for the subgroup of 
patients with GI tract involvement have not been reported 
separately from patients with extracutaneous MF in other 
sites. 

Gastrointestinal tract involvement in other malignant 
lymphomas eventuates in clinical signs and symptoms 
(abdominal pain, mass, dysphagia, vomiting, and bleeding), 
the ominous complications of obstruction and perforation, 
and death. Perforation with peritonitis is recognized as a 
complication of primary lymphomas of the GI tract in 
about 24% of cases'*'* and may even be the sign of clinical 
presentation.'*'* Secondary involvement of the GI tract in 
patients with disseminated non-Hodgkin's and Hodgkin's 


Mycosis Fungoides—Camisa & Goldstein 


* lymphoma is much more common than the primary type of 
GI tract lymphoma. Sfxty-three percent (203/323) of such 
patients had secondary involvement of the GI tract. The 
average survival time for patients with secondary involve- 
ment of the GI tract “from the onset of clinical symptoms 
-was 24 months for reticulum cell sarcoma, 33 months for 
lymphosarcoma, and 59 months for Hodgkin's disease.'"^ 
There were ten perforations of 76 small-bowel lesions, an 
incidence of 18%. Only two of these perforations were 
related to antineoplastic therapy. Thus, although caution 
must be exercised in treating patients with secondary 
lymphoma of the bowel with oral, intramuscular, or intra- 


venous antineoplastic agents," the risk of perforation from 
the tumor itself may be greater." In nearly all cases of 
perforation, however, whether in primary or secondary 
lymphoma of the bowel, death occurred within seven 
months after the perforation. 


Grants to cover the cost of color illustrations and reprints were provided 
by Stiefel Laboratories Inc, Coral Gables, Fla, and Herbert Laboratories, 
Irvine, Calif. 

Slides were reviewed by A. Bernard Ackerman, MD, R. Schinella, MD, and 
E. Fazzini, MD. Electron microscopy was performed by R. Schinella, MD, 
and A. Greco, MD. Dr Ackerman reviewed the manuscript and provided 
criticism and comments. 
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Pruritic Urticarial Papules 


and Plaques of Pregnancy 


Involvement in Mother and Infant 


Stephen R. Uhlin, MD 


€ A 19-year-old mother had pruritic urticarial papules and 
plaques of pregnancy. Similar eruptions were found on her 
newborn son. This recently recognized eruption of pregnancy, 
characterized by pruritic papules, papulovesicles, and urticarial 
plaques, has been seen previously only in mothers. The histo- 
logic findings are nonspecific and may include spongiosis, a 
lymphohistiocytic perivascular infiltrate, papillary edema, and 
occasional eosinophils. This report raises the possibility that 
infants may be affected. 

(Arch Dermatol 1981;117:238-239) 


ecently, Lawley et al' described a characteristic erup- 

tion occurring in the third trimester of pregnancy 

that they called, “pruritic urticarial papules and plaques of 

pregnancy” (PUPPP). In their report, none of the infants 

born of affected mothers had skin lesions. I wish to report 

an additional case of PUPPP, and, to my knowledge, the 
first in which the baby apparently was affected also. 


REPORT OF CASES 


Case 1.—The mother, a 19-year-old (gravida 1, para 0), was seen 
two days after delivery because of a pruritic eruption. It had 
begun three weeks earlier on the lower part of the abdomen. 
Several bland creams and lotions were used without benefit. After 
delivery, which was performed by cesarean section for maternal 
dystocia and malpresentation, the patient noted new lesions 
appearing on her arms and thighs. She denied previous skin 
disease and was taking only multivitamins at the time of onset. 

Examination disclosed many 1- to 3-mm papular and a few 
papulovesicular, erythematous lesions on the extensor surfaces of 
the forearms, the inner part of the thighs (Fig 1), the buttocks, and 
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the abdomen. They were confluent on the lower part of the 
abdomen, forming urticarial plaques (Fig 2). There were no 
excoriations, crusting, lymphadenopathy, scabious burrows, or 
hemorrhagic lesions. 

The following values were either negative or normal before 
delivery: complete blood cell (CBC) count, urinalysis, serum glu- 
cose, and serologic test for syphilis. (The rubella titer had been 
positive early in pregnancy.) A multiphasie screen of liver and 
kidney function was normal when done four days after delivery. A 
skin biopsy specimen showed hyperkeratosis, focal epidermal 
spongiosis, and a superficial perivascular lymphohistiocytie infil- 
trate, with scattered eosinophils. Edema of the papillary dermis 
was also present. Treatment with hydrocortisone valerate cream 
three times a day resulted in complete clearing in ten days. 

Case 2.—The male infant weighed 3,780 g at birth. He was 
normal in all respects except for the skin lesions, which were first 
noted on his arrival in the nursery, although observers were 
uncertain whether the lesions were present at birth. Scattered 
over the arms, torso, and buttocks were multiple 1- to 2-mm 
erythematous papules that blanched on pressure (Fig 3). A biopsy 
specimen showed a normal epidermis and a scanty superficial 
perivascular lymphohistiocytic infiltrate. The eruption cleared in 
ten days without treatment. 

Unfortunately, immunofluorescence microscopy was not per- 
formed on biopsy material from these two patients. 


COMMENT 


Characteristically, PUPPP begins on the abdomen in the 
third trimester of pregnancy, with later involvement of the ° 
buttocks, arms, and thighs. The lesions are pruritic erythe- 
matous papules and urticarial plaques with occasional 
papulovesicles. Bullae are notably absent. Histopathologic 
findings have indicated either epidermal spongiosis with a 
superficial perivascular lymphohistiocytic infiltrate or a 
deeper, similar infiltrate with variable numbers of eosino- 
phils, papillary edema, and a normal epidermis. Most 
lesions respond to topical corticosteroids, with a rapid 
reduction in pruritus followed by a slower resolution of the 


Papules and Plaques of Pregnancy—Uhlin 


ETENEE Le 


N wy e N 
a uu DE ESTE AA - 
+ | T m S fev. E 
" 


Styx UE RE 
uM. k > 3 A 88 m r- 
h ^. X Lee 
£ La a "n TUM 
r t 
n. i f » ge LN DE - Nw 
b A A Seah 
. , YR Tes TE 
^ U- 
$ 1 . M "ae 


mri Aet 
NOW 


Fig 1.—Typical lesions on thigh of mother. 





Fig 2.—Erythematous papules and confluent plaque-like areas on 
mother's abdomen. 


lesions. Direct immunofluorescent mieroscopy findings of 
lesional and normal skin, a CBC count, and liver function 
study results have been normal. The differential diagnosis 
of this and other pregnancy-associated dermatoses has 
been discussed by Lawley et al. 

Of partieular note in this case is the apparent clinical 
involvement of the baby. The lesions most resembled those 
seen in toxic erythema of the newborn.? Biopsy specimens 
of papular toxie erythema, however, always show large 
numbers of eosinophils,’ which were absent in this case. In 
addition, the ten-day duration of the dermatitis was 
considerably longer than the duration of toxic erythema, 
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Fig 3.—Lesions on infant's arm. 


which is from hours to days. Finally, other common derma- 
toses of the newborn such as miliaria and staphylococcal 
pyoderma were eliminated by the histopathologic findings 
and the clinical resolution of the eruption without specific 
therapy. 

Apparently, infants may be affected in this newly 
recognized entity, which raises the possibility that circulat- 
ing causative substances small enough to cross the placen- 
tal barrier are present in this disorder. Another possibility 
is an unusual response to an infectious agent at or near 
term. Because immunofluorescence microscopy was not 
performed, herpes gestationis cannot be totally excluded 
from consideration, although it is rare in infants. 

In the future, it will be of interest to see whether 
additional cases of this puzzling disorder are observed in 
the infants of affected mothers. 


Westwood Pharmaceuticals Inc, Buffalo, funded the reproduction cost of 
the color figures. 


Nonproprietary Name and Trademark of Drug 
Hydrocortisone valerate— Westcort. 
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PATHOLOGY QUIZ CASE 1 


Ronald P. Rapini, MD, University of Iowa, Iowa City 


On routine physical examination, a 63-year-old woman 
was noted to have a red, soft, slightly lobulated, 5-mm 
papule on the sole of her left foot (Fig 1). It was sharply 
demarcated, surrounded by a slight depression, and 


blanched with light pressure on diascopy. The patient had 

not been aware of its presence. The lesion was shave 

excised. The histologic sections are seen in Fig 2 and 3. 
What is your diagnosis? 


PATHOLOGY QUIZ CASE 2 


Susan Baker, MD, Wayne State University, Detroit 


An 81-year-old man had a four-month history of gener- 
alized pruritus. Physical examination revealed an exten- 
sive skin eruption consisting of denuded areas, excoria- 
tions, and pustules involving the trunk, arms, and legs (Fig 
1). There was swelling of both eyebrows and of the 
preauricular areas (Fig 2). The eyebrows were devoid of 
hair. The mouth was edentulous without hypertrophy or 
hemorrhage of the alveolar mucosa. 


Laboratory tests demonstrated the following abnormal 
values: hemoglobin, 9.6 g/dL; and WBCs, 56,400/cu mm, 
with 5% band cells, 22% neutrophils, 16% lymphocytes, 52% 
monocytes, 1% myelocytes, 1% metamyelocytes, and 3% 
blast cells. The serum lactic acid dehydrogenase level was 
greater than 600 units/L. Sections from a skin biopsy 
specimen of the eyebrow are shown in Fig 3 and 4. 

What is your diagnosis? 


Residents and fellows in dermatology are invited to submit quiz cases to this section. Cases should follow the 
established pattern and be submitted double-spaced and in triplicate. Photomicrographs and illustrations must be 
clear and submitted as positive color transparencies (35 mm). Do not submit color prints unless accompanied by 
original transparencies. If photomicrographs are mot available, the actual slide from the specimen will be 
acceptable. Material should be accompanied by the required copyright transfer statement, as noted in Instructions 
for Authors. Material for the RESIDENT'S PAGE should be submitted to Joseph F. Walter, MD, Division of 
Dermatology, University of California Medical Center, San Diego, CA 92103. Reprints are not available. 

Funds for the color reproductions are provided in part by Neutrogena Dermatologics, Los Angeles. 
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Clinical and Pathology Diagnosis 
PATHOLOGY QUIZ CASE 1 


Pathology Diagnosis: Eccrine poroma. 

The histologic sections showed a tumor arising from the 
epidermis, with anastomosing projections extending into 
the dermis. The surface of the lesion consisted of normal- 
appearing keratinocytes, but the adjacent tumor contained 
cells that were uniformly cuboid, with rounded basophilic 
nuclei and no tendency to keratinize or form palisades. 
There were prominent blood vessels in the dermis. 

Eccrine poroma was first described by Pinkus et al' in 
1956. It is an uncommon, but not rare, benign tumor that is 
believed to originate from the acrosyringium or intraepi- 
dermal portion of the eccrine sweat duct. Hidroacanthoma 
simplex is a variant of eccrine poroma, exhibiting well- 
defined, intraepidermal islands of uniform cuboid cells. 
The dermal duct tumor, described by Winkelmann and 
McLeod’ in 1966, occurs lower in the dermis and is believed 
to be derived from the intraepidermal portion of the 
eccrine sweat duct. 

The majority of eccrine poromas are solitary lesions 
arising on the soles of patients older than 40 years. Rare 
instances of multiple lesions have been described, and 
there are also reports of solitary lesions occurring in 
locations other than the soles. The clinical appearance of 
eccrine poroma is variable and may resemble a pyogenic 
granuloma, hypertrophic scar, hemangioma, dermatofibro- 


ma, and, occasionally, an amelanotic melanoma.** Histo- 
logically, the differential diagnosis includes seborrheic 
keratosis and basal cell epithelioma, both of which are rare 
on the soles. Eccrine poroma can be differentiated from 
basal cell epithelioma by the presence of PAS-positive 
glycogen accumulation within the cells, lack of peripheral 
palisading, presence of intercellular bridges, and lack of 
cellular atypia. 

Complete surgical excision is advised since recurrences 
have followed incomplete removal. Malignant eccrine poro- 
ma with metastasis has been reported to arise from 
long-standing benign lesions. 
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PATHOLOGY QUIZ CASE 2 


Pathology Diagnosis: Leukemia cutis. 

A biopsy specimen of the infiltrated region showed a 
normal epidermis. Within the dermis there were superfi- 
cial and deep dense nodular masses of mononuclear cells 
(Fig 3). The nuclei varied in size, shape, and tinctorial 
properties (Fig 4). A biopsy specimen of a pustule showed a 
subcorneal collection of polymorphonuclear leukocytes with 
little surrounding inflammatory reaction. 

Bone marrow examination indicated a hypercellular 
marrow almost replaced by monomorphic-appearing 
immature cells. Unidentified blast cells constituted 36.8% 
of the bone marrow and were of two types. Special stains 
showed the preponderant cell line to be monocytic and the 
secondary line to be granulocytic. Bone marrow diagnosis 
was consistent with myelomonocytic leukemia. 

Skin lesions in leukemia are clinically divided into specif- 
ic and nonspecific types. Specific skin lesions (leukemia 
cutis) demonstrate a malignant cell infiltrate when a 
biopsy is done. Leukemic cells are not seen in the biopsy 
specimens of nonspecific skin lesions. Clinically, leukemia 
cutis consists of firm, plum-colored or red-brown papules, 
nodules, or tumors. Ulceration is unusual. Lesions can occur 
anywhere and coalesce.' Leukemia cutis is seen most often 
in monocytic leukemia and occurs less commonly in lym- 
phocytic and granulocytic leukemia.’ 

Nonspecific skin lesions are more common than specific 
skin lesions and can include the following characteristics: 
pallor, purpura, pruritus with excoriations, maculopapular 
eruptions, urticaria, ichthyosis, hyperpigmentation, bacte- 
rial infections, herpes zoster or herpes simplex, recurrent 
fungal infections, ulcerative gingivitis, vasculitis, exfolia- 
tive dermatitis, and bullous eruptions.** Nonspecific skin 
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lesions may precede the leukemia or occur late in the course 
of the disease. 

Leukemids are sometimes defined as clinically nonspe- 
cific skin lesions that unexpectedly indicate leukemic cells 
when a biopsy is done, but others limit the term “leukemid 
reactions” to lesions that are clinically nonspecific and lack 
leukemia cells.’ 

There are few skin lesions that are suggestive of a 
specific type of leukemia. Severe gingivitis and stomatitis 
are typical of monocytic leukemia. Chloroma is pathogno- 
monic of chronic granulocytic leukemia.'* This tumor 
appears green when sectioned by the pathologist. The 
color, which is caused by myeloperoxidase, slowly fades in 
one to three hours and can be regenerated by hydrogen 
peroxide. 
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‘Short Reports 


Snort Revorts usually concern a single case report. Text must be typewrit- 
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Manuscripts with text only may contain up to 600 words. The usual 
synopsis-abstract should be omitted. For other details, including copyright 
procedure, see “Instructions for Authors.” 


Becker’s Nevus Associated 
With Limb Asymmetry 


Anne W. Lucky, MD; Michael Saruk, MD; Aaron B. Lerner, MD 


Tre association of skeletal anomalies, including limb 

asymmetry, has been well documented with a variety of 
epidermal nevi. We are unaware of a similar association 
with a Becker’s nevus. In this report we describe a patient 
in whom Becker’s nevus on the leg was associated with 
enlargement of the ipsilateral foot. 


Report of a Case 


A 12-year-old girl was seen in the Dermatology Clinic at the 
Yale-New Haven Hospital with a history of a gradually enlarging, 
tan-brown discoloration of the skin on the posterior aspect of the 
lower part of her right leg. The lesion had developed during a 
three-year period. Although there had been slight pruritus when 
the lesion was first noted, the symptom gradually disappeared. 
Her right foot had become considerably larger than her left foot at 
9 years of age. At one time she required a size 8 shoe on her right 
foot and a size 6% on her left. There had been no abnormality of 
the skin noted at birth or in infancy, and there was no family 
history of similar lesions. 

On physical examination, we found a tan, irregular patch of skin 
covering the posterior aspect of the distal lower area of the right 
leg, measuring 8 x 12 cm. The lesion was soft but slightly rough to 
palpation. There was no scale. The hair within this area was darker 
and thicker than that of adjacent, nonpigmented skin. The 
patient’s right foot measured 24 cm from heel to great toe; the left 
foot measured 23 cm. There was no difference in the length of the 
legs. 

Histologic examination of the pigmented lesion confirmed a 
diagnosis of Becker’s nevus with acanthosis, lengthening and 
clubbing of the rete ridges, minimal basal layer pigmentation, and 
redundancy of mature appendages such as terminal hair follicles 
(Figure). No nevus cells were seen. 


Comment 


Epidermal nevi are commonly associated with a variety 
of other abnormalities in the epidermal nevus syndrome.’ 
. The skeletal changes include hemihypertrophy or unilater- 
al overgrowth of a limb. These nevi are usually present at 
birth or in early infancy and rarely enlarge after puberty.’ 
Becker’s nevus*? typically appears at puberty or in late 
adolescence. It tends to be macular and becomes more 


From the Departments of Dermatology (Drs Lucky and Lerner) and 
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Biopsy specimen from hyperpigmented 
hairy skin on right posterior part of lower 
leg showing acanthosis, lengthening and 
clubbing of rete ridges, and minimal basal 
layer pigmentation. Terminal hair follicle is 
present at right lower margin of the micro- 
graph (hematoxylin-eosin, original magni- 
fication x 47). 





hyperpigmented and hypertrichotic with age. These dis- 
tinct clinical features separate Becker's nevus from other 
epidermal nevi, although histologically they seem to be 
similar? The rare association of Becker’s nevus with 
ipsilateral hypertrophy of the foot occurred in our patient. 
We believe that the two events may not have been 
coincidental. Becker’s nevus may be part of the spectrum 
of epidermal nevi and carries a potential for association 
with nondermatologic abnormalities. 
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Aeromonas hydrophila 
Infection of the Skin 


David F. Young, MD, Ronald J. Barr, MD 


Aeromonas hydrophila, a motile Gram-negative bacteri- 

um, has been only rarely reported as the cause of 
human disease. The organism was previously thought to be 
an opportunistic pathogen of low virulence often asso- 
ciated with polymicrobic infections and infections in debil- 
itated patients, particularly those with neoplasms.' More 
recent reports describe an increasing incidence of serious 
diseases resulting from primary infection with A hydro- 
phila. These include septicemia, osteomyelitis, necrotizing 
myositis, endocarditis, meningitis, and wound infec- 
tions.** 

Although skin and soft-tissue infections caused by Aero- 
monas sp rank second in frequency only to gastrointestinal 
tract infections, they are not well recognized and reported 
in the dermatology literature. Cutaneous manifestations 
may be accompanied by fever, malaise, and leukocytosis 
and include cellulitis, pustular eruptions, furunculosis, 
wound abscesses,’ gas gangrene, and extensive ecthyma 
gangrenosum-like lesions, the latter occurring in patients 
with underlying malignant neoplasms. A few reports of 
primary wound infections describe intense local muscle 
pain and necrosis eventuating in a fulminating necrotizing 
myositis.” 

The following case report illustrates the importance of 
primary water-borne infection with A hydrophila. 


Report of a Case 


A 27-year-old man abraded his left thumb on a boat in a 
fresh-water lake ten days before we saw him. Three days later, a 
tender bulla developed at the abrasion site. During the following 
two days, painful swelling developed in the left axilla. The patient 
began receiving 250 mg of oral cephalothin sodium four times a 
day. He had otherwise been in good health. 

The initial physical examination revealed a dusky-white, 1.5-cm 
granulomatous-appearing nodule with an overlying bulla and a 
thin border of erythema located on the dorsal aspect of the left 
thumb (Figure). The lesion drained a yellow-white fluid of watery 
consistency. A tender 2-cm lymph node was freely movable in the 
apex of the left axilla. The differential diagnosis included pyoder- 
ma, arthropod bite, swimming pool granuloma, sporotrichosis, and 
a foreign-body reaction. The lesion was cultured and a biopsy was 
done. The patient began receiving 250 mg of oral cloxacillin 
sodium four times a day. The patient was seen four days later 
without symptomatic or clinical change. The biopsy specimen 
showed diffuse and extensive perivascular inflammation consist- 
ing of lymphocytes, histiocytes, and plasma cells. The findings 
were interpreted as consistent with cellulitis. Fite, PAS, Giemsa, 
and Brown-Brenn stains were negative for organisms. Aeromonas 
hydrophila had grown on the blood and MacConkey’s agar cul- 
tures; the organism was oxidase positive and resistant to ampicil- 
lin trihydrate, cephalothin, and carbenicillin indanyl sodium and 
sensitive to tetracycline hydrochloride, chloramphenicol palmitate, 
kanamycin sulfate, gentamicin sulfate, and polymyxin B sulfate. 
The patient began receiving 250 mg of oral tetracycline hydrochlo- 
ride four times a day. 

In seven days there was significant resolution of both the 
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Well-demarcated granulomatous-appearing nodule on left 
thumb. 


cutaneous lesion and the axillary lymphadenopathy. The patient 
completed a ten-day course of tetracycline and, on follow-up 
examination six weeks later, showed no evidence of disease. 


Comment 


Most Aeromonas sp are pathogens only for cold-blooded 
marine or fresh-water animals, and it is interesting to 
note that most human skin and soft-tissue infections result 
from water-related trauma such as abrasions or puncture 
wounds. Most infections are caused by A hydrophila, and 
these usually remain localized in healthy hosts, 

Aeromonas sp grow well on “enteric medium," such as 
MacConkey’s agar, closely resembling lactose and nonlac- 
tose fermentors. Therefore these organisms may be easily 
mistaken for Shigella, Salmonella, Escherichia, and other 
enteric pathogens of the family Enterobacteriaceae. How- 
ever, an oxidase-positive reaction with sugar fermentation 
is seen only in aeromonads and vibrios, with the latter also 
possessing both lysine and ornithine decarboxylase, per- 
mitting the differentiation of each genus by common 
laboratory procedures. 

Infections by A hydrophila are uniformly resistant to 
penicillins, variably and most often resistant to cephalo- 
sporins and erythromycin, but usually sensitive to tetracy- 
clines, aminoglycosides, and chloramphenicol.’ Hence, 
these infections are usually resistant to the oral antibiotics 
most commonly used for cutaneous infections. 

Aeromonas hydrophila cutaneous infections are proba- 
bly much more common than currently recognized. Occa- 
sionally, they can be a source of serious systemic toxic 
reactions in an otherwise healthy host and should be 
considered in the differential diagnosis of water-related 
infections. 


Nonproprietary Names and Trademarks of Drugs 


Ampicillin trihydrate—A mcill, Am-Pen, Amplin, Principen, Sup- 
en, Totacillin. 

Carbenicillin indanyl sodium —Geocillin. 

Cephalothin sodium—Keflin. 

Gentamicin sulfate—Garamycin, Genoptic. 
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‘Porokeratosis examined for other forms of porokeratosis. Welton’ 


described a family in which one woman had both dissemi- 
nated superficial actinic porokeratosis and linear poroker- 
atosis, while her three sisters had only disseminated super- 
ficial actinic porokeratosis. It is interesting to speculate 
that our patient with linear porokeratosis may have dis- 
LEDR Michael E. Moreland, MC, USNR, seminated superficial actinic porokeratosis develop at a 
CDR Harry W. Wyre, Jr, MC, USNR 


Two Morphologic Forms Within a Family 


Tre current classification of porokeratosis includes the 
classic plaque type (Mibelli), disseminated superficial 
actinic porokeratosis, linear porokeratosis, and porokerato- 
sis palmaris et plantaris disseminata. The clinical variants 
may show autosomal dominant inheritance, and the unify- 
ing histologic hallmark for the various forms of porokera- 
tosis is the coronoid lamella. It has been proposed by some 
authors that zosteriform or linear forms of porokeratosis 
represent a distinct entity because of the earlier age of 
onset and the lack of family history.’ 
Two patients, a woman with linear porokeratosis and her 
father with disseminated superficial actinic porokeratosis, 
are described herein. 


Report of Cases 


Case 1.—A 19-year-old woman was initially seen in our clinic 
because of concern that a lesion on her arm was continuing to 
enlarge. This asymptomatic lesion had appeared on the posterolat- 
eral portion of the left shoulder at 5 years of age and had spread 
slowly down the extensor surface of the arm to the level of the 
wrist. Physical examination disclosed a distinctly linear lesion 
consisting of discrete and confluent erythematous plaques (Fig 1). 
All the lesions had atrophic centers and an elevated keratotic 
border. Histologic examination showed a typical coronoid lamella ES. 
of porokeratosis. A diagnosis of linear porokeratosis was made. Fig 1.—Linear distribution of discrete and confluent atrophic 

Case 2.—Her 39-year-old father was examined specifically for plaques with hyperkeratotic borders. 
evidence of porokeratosis. He had skin lesions that were asymp- 
tomatie, and he had noted no change after sun exposure. Physical 
examination disclosed twenty 5- to 8-mm annular plaques scat- 
tered over the extensor surfaces of the lower parts of the arms and 
legs (Fig 2). A shave biopsy specimen indicated a coronoid lamella. 
A diagnosis of disseminated superficial actinic porokeratosis was 
rendered. No other family members were available for physical 
examination. 





Comment 


Although recently described in pachyonychia congenita, 
the coronoid lamella continues to be the characteristic 
histologic finding common to all forms of porokeratosis.’ 
The linear form of porokeratosis can be clinically confused 
with linear epidermal nevus, linear lichen planus, lichen 
striatus, and linear keratosis follieularis. However, only in 
porokeratosis is the coronoid lamella seen histologically. 

Rahbari et al' emphasized that patients with linear 

.porokeratosis commonly note onset of the lesion in infancy 
or childhood and that a family history is lacking. They do 
not state whether parents or relatives were specifically 
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later’ age, as it is usually manifest in the third or fourth 
decade of life. 

Reed and Leone, in attempting to explain the histiogen- 
esis of the coronoid lamella, proposed that a "mutant clone" 
of keratinocytes develops and spreads peripherally. A 
heritable or acquired defect in this cell population leads to 
faulty keratinization and results in the parakeratotic tier 
of cells seen in the coronoid lamella. 

Although spontaneous mutation cannot be excluded, in 
our patients, it is conceivable that what is genetically 
transmissible is a defect that resides in susceptible ker- 
atinocytes. Under suitable stimuli, which include ultravio- 
let energy, trauma, or induction of immunosuppression, 
these altered keratinocytes could give rise to the poroker- 
atotie lesions of variable clinical morphologic characteris- 
tics. 


Urticaria Induced 
by Cyclamate 


Masuko Fujita, MD, Toshiyuki Aoki, MD 


(Syclamate sodium has been reported to induce photosen- 

sitivity’ and, in rats, cancer of the urinary bladder.’ 
However, to the best of our knowledge, there have been no 
reports in the literature of urticaria induced by this 
chemical. We report herein such a case. 


Report of a Case 


A 63-year-old woman was referred to our hospital because of a 
ten-year history of almost daily chronic urticaria. Occasionally, 
associated symptoms included headaches, a prickling sensation in 
the eyes, dyspnea, abdominal pain, and a tendency to diarrhea. 
These symptoms were controlled with antihistamines, but re- 
curred immediately when medication was stopped. She had had no 
personal or family history of atopy. Intradermal skin test results 
for 43 inhalant and food allergens had been negative. During the 
course of her urticaria, there had been one occasion on which she 
was away from home for several days. During her travels, she had 
had no urticarial lesions, but after returning home, the eruption 
had soon reappeared. 

On examination, the patient showed large erythematous 
macules and erythematous, edematous plaques on most of the 
trunk and extremities. 

On closer questioning, it was disclosed that the patient's hus- 
band was diabetic and that she had been using cyclamate instead 
of sugar in her cooking for the family for the past ten years, 
consuming a 100-g package a year. It was suggested that she stop 
the use of cyclamate. This caused a dramatic improvement in her 
eruption. À provocation test using 10 mg of cyclamate sodium 
induced only an itching sensation several hours later. However, 50 
mg evoked a prickling sensation in her eyes and large erythema- 
tous macules on the trunk one hour later. Provocation test results 


From the Department of Dermatology, Habikino Hospital of Osaka 
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We suggest the divisions between the various forms of. 
porokeratosis may be more arbitzary than real. Examina- 
tion of family members of patients with porokeratosis may 
yield more examples of “crossover” of the phenotypic 
expressions of this genodermatosis. 
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with up to 300 mg of aspirin and up to 200 mg of benzoate sodium 
were negative. Thereafter, when the patient replaced cyclamate 
with the use of sugar, all skin lesions and symptoms disap- 
peared. 

One and a half years later, the patient was almost completely 
asymptomatic, experiencing only a few wheals on very rare 
occasions. 


COMMENT 


Cyclamate was first marketed in Japan in 1956, and it 
was subsequently widely used as a food additive until it 
was banned in 1969 because of such side effects as photo- 
sensitivity'? and possible carcinogenesis.‘ It may still be 
prescribed in Japan for diabetics and obese patients, but 
the production of cyclamate was finally stopped in 1979. 

In the United States and the United Kingdom, cycla- 
mate has not been used since 1970 either as a food additive 
or as a drug.** Our patient had been using cyclamate when 
cooking for her family because her husband was diabetic, 
and she and her daughter had been eating the same food as 
her husband. We estimated that the patient’s intake of 
cyclamate sodium was about 100 mg daily. 

Photosensitivity from cyclamate is a well-known side 
effect. It was first reported from Japan by Kobori and 
Araki. Detailed reports by Lamberg’ and by Yong and 
Sanderson? indicated that their patients were taking 3.6 g 
and 4.0 g of cyclamate calcium a day, respectively. These 
daily intakes were much larger than that of our patient. 
Although cyclamate was once widely used in candies, cakes, 
and drinks, the possibility of cases like ours developing in 
the future is unlikely, since cyclamate is no longer pro- 
duced. 
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‘Basal Cell Epithelioma 
Arising in a Linear 
Epidermal Nevus 


CPT Martin S. Horn, MC, USA; 
LTC William F. Sausker, MC, USA; 
LTC Dean L. Pierson, MC, USA 


Tie development of a basal cell epithelioma in a linear 
epidermal nevus is rare. We recently observed such a 
case in our clinic. 


Report of a Case 


A 42-year-old man was referred to us for treatment of bleeding 
growths in a congenital nevus. During the past decade, multiple, 
slowly enlarging nodules had developed, which bled when irri- 
tated. He was otherwise in excellent health. 

Physical examination showed a zosteriform, verrucous nevus 
traversing the right flank to the umbilicus and pubis and extend- 
ing down along the medial aspect of the right leg. Discrete nodules 
up to 2 x 2 cm were present and ranged in color from pink to 
black. Several nodules were pedunculated (Fig 1). 

Biopsy of the nevus and of several nodules were performed. 


Histopathologic Examination 


The primary congenital lesion had features typical of an 
epidermal nevus. 

One of the nodules contained a tumor arising at several 
sites from the basal cell layer of the epidermis. It was 
characterized by uniform cellularity, peripheral palisading, 


and retraction spaces between the tumor and stroma (Fig 
2). 


Comment 


The association of epitheliomas with congenital hamar- 
tomas is well known. Commonly, these tumors will develop 
in a nevus sebaceus of Jadassohn. The nevoid basal cell 
syndrome, linear unilateral basal cell nevus with come- 
dones, and the follicular basal cell nevus also may be sites 
of invasive basal cell epithelioma.' 

Reports of basal cell epitheliomas arising in a linear 
epidermal nevus are rare. Toyama and Kojima’ described 
one patient with basal cell epithelioma, Bowen’s disease, 
and squamous cell carcinoma. Pack and Sunderland? 
reviewed 160 cases of epidermal nevus and found that two 
were associated with basal cell epitheliomas. Their review 
also cited Grutz' case of basal cell epithelioma occurring on 
a man's thigh in the region of a "nevus unius lateris with 
psoriasis." Winer and Levin* described two instances of 
verrucous nevi on the head in which basal cell epitheliomas 
developed. 

Malignant neoplasms other than the basal cell careinoma 
occasionally occur in these nevi? However, Swint and 
Klaus’ reported a case of extensive linear epidermal nevus 
with a Bowenoid lesion, which later developed into an 
invasive squamous cell carcinoma. Dogglioti and Frenkel’ 
-also reported a squamous cell carcinoma on a patient’s 
hand, which arose in a verrucous nevus. 

Malignant or epitheliomatous changes in hamartomas 
are not rare, but the frequency of its occurrence varies 
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Fig 1.—Clinical appearance of nevus demonstrating papular 


changes. Basal cell epithelioma was indistinguishable from other 
nonepitheliomatous papules in this region. 


Fig 2.—Histologic appearance of tumor. Note its origin from basal 
layer (hematoxylin-eosin, original magnification x 25). 





greatly when one considers specific entities under this 
heading. 


During the preparation of this report, a similar case was reported in Cutis 
(1980;25:295-299). 


References 


1. Lever WF, Lever GS: Histopathology of the Skin, ed 5. Philadelphia, JB 
Lippincott Co, 1975, pp 500-502. 

2. Toyama I, Kojima R: A case of verrucous nevus associated with basal 
cell epithelioma, Bowen's disease and squamous cell carcinoma. Jpn J 
Dermatol Urol September 1936;40:116-123. Abstracted. Arch Dermato! 
1937;36:626. 

3. Pack GT, Sunderland DA: Naevus unius lateris. Arch Surg 1941;43:341- 
375. 

4. Winer LH, Levin GH: Pigmented basal-cell carcinoma in verrucous 
nevi: Report of two cases. Arch Dermatol 1961;83:960-964. 

5. Swint RB, Klaus SN: Malignant degeneration of an epithelioid nevus. 
Arch Dermatol 1970;101:56-58. 

6. Dogglioti M, Frenkel A: Malignant changes in a verrucous nevus. Int J 
Dermatol 1978;17:225-227. 


247 
I 


Basal Cell Epithelioma—Horn et al 





~~ 
re ee hee ee ei 





Te, ra, PA: TOTEM TR. 7 


A 


re. 


| 








< 


7 — ma a E, T RFT T FT ^ T. z - 
- "OW "| 7 p" Y d n ven 7! = wy hi . Ls Bed Uae ad mi 3 , 
" d f " - 1. 


Medical Mycology: Proceedings of Mycological Symposia of the XII Interna- 
tional Congress of Microbiology, edited by Hans-Jurgen Preusser, 394 pp, 
with illus, $178, New York, Gustav Fischer Verlag, 1980. 


This book contains the proceedings of a symposium held 
in Munich, Germany, in connection with the 12th Interna- 
tional Congress of Microbiology. In general, the papers 
were summaries or state-of-the-art diseussions about a 
particular topic rather than the presentation of newly 
generated research data. 

The first section is on the subject of dimorphism. 
Professor K. Kashkin presented a lengthy and extremely 
interesting review of the changes in antigen mosaic of an 
organism. while undergoing morphologie transition. He 
extrapolated these antigenic changes to changes in compo- 
sition, physiology, and, particularly, the appearance or 
disappearance of particular enzymes. These findings may 
help, in part, to unravel the bewildering diversity of 
antigen systems that occur during mycotic infections and 
their inconsistencies from patient to patient. 

In a second section on ecological aspects of mycotic 
diseases, a particularly noteworthy contribution was made 
by Dr M. P. English. She has reported the changing 
occurrences of particular anthropophilic dermatophytes on 
a worldwide basis. This waxing and waning of ringworm 
species from the early 1900s is a fascinating study in itself, 
which leads one to speculate on the interplay of these 
species that are dependent on human infection for survival 
and the broad consequences of resistant and susceptible 
human populations, the effects of advanced public hygiene 
and nutrition, and the disarray caused by war, forced 
migrations, and refugee camps. 

In a section on contamination and elimination of fungi 
from risk areas, Dr A. Stenderup addressed the much 
understressed topic—the ecology of yeasts and yeast-like 
organisms that are involved in human infection. None of 
the yeasts are primary human pathogens, but many are 
opportunistic infectious agents. These agents, however, 
often constitute part of the normal yeast flora of human 
body surfaces. This topic has been the subject of work by 
Dr Stenderup and his colleagues in Aarhus, Denmark, for 
several years. The understanding of the normal appear- 
ance and disappearance of these species on human skin 
surfaces will help in the interpretation of their incidental 
isolation in culture from diseased skin, mouth, rectum, and 
vagina. 

Othcr sections of the symposium included in this book 
are concerned with the serologic findings of mycotic 
infections, new antifungal agents, mycotoxins, and myco- 
zoonoses. The volume can be consulted as a reference 
source for these many topics. 


JOHN W. RIPPON, PHD 
Chicago 
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Handbook of Cryosurgery, edited by Richard S. Albin, New York, Marcel 
Dekker Ine, 428 pp, 1980. 

The Handbook of Cryosurgery is a collection of articles on 
eryosurgery written by physicians in the various special- 
ties that employ this technique (dermatology, general 
surgery, gynecology, neurosurgery, ophthalmology, oto- 
laryngology, proctology, and urology), veterinarians who 
use eryosurgery, an immunologist (who is also the editor of 
the book), and a nonphysician who works for an Italian 
equipment manufacturer. Many of the authors are 
renowned authorities in their respective fields, but 
throughout the book, authors are identified not by their 
degrees and professional titles but merely by the institu- 
tions (or companies) with which they are associated. 

The articles by Dr Andrew Gage on "Oral Disease" and 
"Pilonidal Disease" are examples of the high quality of 
some contributions. The chapter on "Basic Considerations 
of the Cryolesion" is an example of a deficient and 
misleading chapter. Unproved theories are presented as 
faet, and poorly written, diffieult to interpret passages 
such as the following are included: (from p 23) "Although 
tumoral mierocireulations lack the normal disposition, no 
one disputes the ischemic and infarcted aspects of cryole- 
sions, which appear from a few minutes to several hours 
after a cryoapplication, their hemastatie character, and 
their punched-out appearance." 

The chapter entitled "Historical Developments" includes 
inaccurate statements about eryobiology such as: "The rate 
at which heat is withdrawn from the tissue creates three 
types of tissue reaction: 1. Adhesion at temperatures from 
—15° to 165°C. 2. Inflammation at —60°C. 3. Necrosis: 
between —60° and —196°C.” 

Should dermatologists buy this book? In approximately 
400 pages, only 20 (5%) are devoted to dermatologic cryo- 
surgery, while 40 pages (10%) are devoted to neurosurgery 
and 77 pages to veterinary cryosurgery. However, many of 
the articles by other specialists overlap the field of derma- 
tology, and the presentation of different viewpoints can be 
quite valuable in establishing a perspective. 

For those dermatologists doing clinical or basic research 
in cryosurgery, the chapters on veterinary cryosurgery 
should prove exceedingly helpful. Veterinarians can boldly 
treat lesions such as primary melanomas and various large 
malignant neoplasms that we, as physicians, would be: 
severely criticized for attempting to treat without years of 
preliminary step-by-step investigation and study. The 
extensive multidisciplinary bibliographies are also of val- 
ue. Therefore, this book is recommended for dermatologi- 
cal eryosurgeons advanced enough in their field to recog- 
nize the errors in this volume and accept the theories 
presented as unproved opinions. . 

DOUGLAS TORRE, MD 
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di-isopropanolamine, disodium edetate 
and water. 


Contraindications: Not to be used in 
patients known to be sensitive to any 
ingredient of Desquam-X. 


Precautions: Avoid contact with eyes 
and mucous membranes. To prevent 
bleaching, avoid contact with hair. 
Keep this and all drugs out of the reach 
of children. For external use only. 


Note: May bleach colored fabrics. 


How Supplied: Gel— Plastic tubes 
1.5 oz (42.5 g), 3 oz 
(85 g) 
Wash—Plastic bottles 
5 oz (141.8 g) 


For full prescribing information, see 
package insert. 
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Unique versatility 
e the only benzoyl peroxide Rx WASH. 


e 5% and 10% GELS— with a microfine 
formulation that helps reduce papules 
and pustules and prevent new lesions. 


LUIESTLUOOD* 


PHARMACEUTICALS INC. 
Buffalo, New York 14213 
In Canada, Belleville, Ontario KBN5E9 


©1981 d W.P. Inc. 


economical method 
of permanent 
hair removal— 

from face, legs, body 


To save valuable office time, 
you can confidently 
recommend Perma Tweez to 
your patients for their 


home use. 


* Battery-operated instrument self- 
sterilizes when current flows. 

* Original patented self-correcting 
needle. 

* No-puncture safety feature helps 
prevent infection. 

* Proved clinically safe 
(report on request). 


PERMA TWEEZ & ATTACHMENT $22.95 
[] Check Enclosed [] Invoice after 30 days 


30 DAY UNCONDITIONAL MONEY BACK GUARANTEE 


GENERAL MEDICAL CO., Dept. D-132 
1935 Armacost Ave., West Los Angeles, CA 90025 





Attention: Handicapped Physicians 


The St Paul-Ramsey Medical Education and Research 
Foundation is actively involved in a project directed toward 
serving the needs of handicapped physicians. The purpose 
of this project is to form a voluntary group of handicapped 
physicians who will provide information and referral 
services as well as support and advocacy for physicians who 
become handicapped. | became multiply handicapped five 
years ago just as | was completing medical school and can 
readily attest to the paucity of information available to this 
unique population. Existing rehabilitation programs are 
simply not equipped to deal with the situation. 

The biggest problem we are encountering is that of 
identification. It is currently estimated that 4% of all 
physicians are not in active practice because of a physically 
handicapping condition and that 25% of these have the 
potential to be rehabilitated into the active practice of 
medicine. In real numbers this constitutes 1% of the 
licensed physicians in this country, or 4,500 physicians. 
Our goal is to identify these physicians and encourage their 
participation. 

As an aid in identification, | ask that all physicians, 
active or inactive, with any type of physical handicap 
contact me at St Paul-Ramsey Medical Education and 
Research Foundation, 640 Jackson St, St Paul, MN 
55101. 


Frank C. Zondlo, MD 
St Paul 
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Exudation 


Weeping, scaly lesions—especially in 
hairy areas—can frustrate many forms of 
topical therapy. But Topsyn” Gel has a low 
surface tension which promotes thorough 
dispersion, allowing its potent steroid to 
reach the site of inflammation and 
provide prompt symptomatic relief. A 
prudent choice for the inflammatory 
manifestations of steroid-responsive le- 
sions in problem areas, especially those 
with a thickened stratum corneum. 


Jopsyn 


(fluocinonide) 


Gel oos% 


Potency for 
problem 


areas. 





Syntex Laboratories, Inc. 
Palo Alto, Calitornia 94304 


Artists representation 

of parakeratoticescaling 
from psoriasiform 
eruptions of.the scalp 

in seborrheic dermatitis, 
with accumulation of 
sebaceous exudate. 


Please see next page 
forsummary of prescribing 
information. 
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TOPSYN (fluocinonide) 
Gel 0.05% 


Description TOPSYN gel 0.05% contains the active 
compound fluocinonide. Fluocinonide, which is the 
21-acetate ester of fluocinolone acetonide, has the 
chemical formula 6a, 9-difluoro-118, 16a, 17, 21- 
tetrahydroxypregna-1, 4-diene-3, 20-dione, cyclic 
16, 17-acetal with acetone, 21-acetate. 


TOPSYN gel contains fluocinonide 0.5 mg /g. in a 
gel base of propylene glycol propyl gallate, di- 
sodium edetate, and Carbopol 940 (car- 
boxypolymethylene) with NaOH and/or HCI 
added to adjust the pH. This clear, colorless, thixo- 
tropic vehicle is greaseless, nonstaining and com- 
pletely water-miscible. The active ingredient is 
totally in solution. 


Indications Inflammatory manifestations of corti- 
costeroid-responsive dermatoses. 


Contraindications Topical steroids are contraindi- 
cated in patients with a history of hypersensitivity 
to any of the components of the preparation. 


Precautions If irritation develops, discontinue the 
gel and institute appropriate therapy. 


In the presence of an infection, institute use of an 
appropriate antifungal or antibacterial agent. If a 
favorable response does not occur promptly, dis- 
continue the corticosteroid gel until the infec- 
tion has been adequately controlled. 


If extensive areas are treated or if occlusive tech- 
nique is used, there will be increased systemic 
absorption of the corticosteroid and suitable pre- 
cautions should be taken, particularly in children 
and infants. 


The safety of topical steroids in pregnant women 
has not absolutely been established. In laboratory 
animals, increases in incidences of fetal abnor- 
malities have been associated with exposure of 
gestating females to topical corticosteroids, in some 
cases at rather low dosage levels. Therefore, drugs 
of this class should not be used extensively on 
pregnant patients, in large amounts or for pro- 
longed periods of time. 


TOPSYN (fluocinonide) gel is not for ophthalmic use. 


Adverse Reactions Local adverse reactions re- 
ported with topical corticosteroids: burning. itch- 
ing, irritation, dryness, folliculitis, hypertrichosis, 
acneform eruptions, hypopigmentation, perioral 
dermatitis, allergic contact dermatitis, maceration 
of the skin, secondary infection, skin atrophy, striae, 
miliaria. 

Dosage and Administration A small amount should 
be gently massaged into the affected area three 
or four times daily, as needed. 


How Supplied TOPSYN gel 0.05%—15, 30, 60, and 
120g. tubes. 
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DESCRIPTION: benzac? w 5 contains 5% benzoyl peroxide; PRECAUTIONS: FOR EXTERNAL USE ONLY. Avoid contact with 


benzac® w 10 contains 10% benzoyl peroxide; in a gel base the eyes, eyelids and other mucous membranes. May bleach 
containing dioctyl sodium sulfosuccinote, edetate disodium, hair and colored fabrics. 

poloxamer 182, carbomer 940, propylene glycol, silicon HOW SUPPLIED: benzac® w 5, 60 gram tubes 

dioxide, and purified water. May also contain citric acid and/or — — — NDC 0299-3600-01 

sodium hydroxide to adjust pH. b ® y 10.60 tub 
CONTRRINDICRTIONS: Not to be used by patients having EE ANNE OPOCSATO O1 

known sensitivity to benzoyl peroxide or any other ingredients 

of the preparations. For full prescribing information, see package insert. 


Owen Owen Laboratories, Dallas, Texas 75234 Division of Alcon Laboratories, Inc. 





New evidence confirms 

Westcort^ (hydrocortisone valerate) 
provides dramatic improvement 
Within the first 3 days. 


Clinical Study Shows Rapid and Progressive Relief of Symptoms of 
Atopic Dermatitis. 


Reduction in Severity of Symptoms with Westcort 
(100% = disappearance of symptom) 


Days of Treatment 


3 7 14 
(n = 48) (n = 52) (n = 54) 
Pruritus 62% 87% 90% 
Erythema T3% 87% 89% 
Scaling 63% 83% 92% 
Papulation 53% 15% 84% 
Lichenification 50% 73% 84% 
Vesiculation 86% 92% 91% 


Study Design: Two independent investigators evaluated the effec- 
tiveness of Westcort 0.2%, applied twice daily for 2 weeks, in patients 
with atopic dermatitis. Subjects studied included 34 males and 32 
females, from 4 months to 22.8 years of age (mean age 4.5 years). 
After the initial evaluation, the patients were seen in the clinic 3, 7, 
and 14 days after initiation of the treatment. 


Westcor te animals to topical corticosteroids has been associated with 
(HYDROCORTISONE VALERATE) CREAM, 0.2% finer nunc. 

Adverse Reactions: (for topica! steroids; especially with 
Indications: Westcort Cream is intended for the relief of the occlusion): Burning, itching, irritation, dryness, folliculitis, 
inflammatory manifestations of corticosteroid-responsive ^ hypertrichosis, acneiform eruptions, hypopigmentation, peri- 
dermatoses. ora! dermatitis, allergic contact dermatitis, maceration of 
Contraindications: In those patients with a history of Skin. Secondary infection, skin atrophy, striae, miliaria. 
hypersensitivity to any of the components (see ingredients). t apte vie pen ie piy 
Precautions: If irritation develops, discontinue and institute '&tum, steary! alcohol, propylene glycol, amphoteric-9, 
appropriate therapy. Use appropriate antifungal or anti-  Ca/Domer-940, sodium phosphate, sodium lauryl sulfate, 
bacterial agent with infections. Discontinue use if infection — SO'bic acid, water. 
persists. With large areas or occlusion use suitable pre- How Supplied: Westcort (hydrocortisone valerate) Cream, 
ttaution for systemic effects due to absorption. Safe use in 0.2%, is supplied in 15 g.. NDC 0072-8100-15; 45 g., 
pregnancy has not been established. Exposure of gestating NDC 0072-8100-45; and 60 g., NDC 0072-8100-60 tubes. 
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(HYDROCORTISONE VALERATE 


LUESTWUOOD® 


PHARMACEUTICALS INC 
Buffalo, New York 14213 
In Canada, Belleville, Ontario KB8N5E9 


©1980 W.P. Inc. 
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e water-soluble vanishing cream base—no gre 
residues, no staining of clothing | 





e specifically designed to do the 
harder-to-treat areas — 
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toxicity and ototoxicity due to neomycin, care sho: uld | e: 





- | | iç are observed, These symptoms regress quickly on 
INDICATIONS: Based on a review of this drug be exercised when using this product in treating withdrawing the medication, Neomycin-containing 


by the National Academy of Sciences—National 
Research Council and/or other information, 
FDA has classified the indications as follows: 
“Possibly” effective: For topical administration 
for the treatment of the listed localized infections 
or for suppressive therapy in such conditions: 
e primary pyodermas (impetigo, ecthyma, syco- 
sis vulgaris, paronychia) € secondary infected 
dermatoses (eczema, herpes, and seborrheic 
dermatitis) € traumatic lesions (inflamed or 
suppurating as a result of bacterial infection). 
Final classification of the less-than-effective 
indications requires further investigation. 


extensive burns, trophic ulceration and other extensive 
conditions where absorption of neomycin is possible. 
In burns where more than 20 percent of the body 
surface is affected, especially if the patient has impaired 
renal function or is receiving other aminoglycoside 
antibiotics concurrently, not more than one application 
a day is recommended. MES 

When using neomycin-containing products to control 
secondary infection in the chronic dermatoses, such 
as chronic otitis externa or stasis dermatitis, it should 
be borne in mind that the skin in these conditions is 
more liable than is normal skin to become sensitized to 
many substances, including neomycin. The manifes- 


applications should be avoided for that patient there- 


PRECAUTIONS: As with other antibacterial prepara- 
tions, prolonged use may result in overgrowth of 
nonsusceptible organisms, including fungi. Appropriate 
measures should be taken if this occurs. 

ADVERSE REACTIONS: Neomycin is a not uncommon 
cutaneous sensitizer. Articles in the current literature 
indicate an increase in the prevalence of persons 
allergic to neomycin: Ototoxicity and nephrotoxicity 
have been reported (see Warning section). 

HOW SUPPLIED: Tube of 15 g, 

Complete literature available on request from 















CONTRAINDICATIONS: Not for use in the eyes or 

in the external ear canal if the eardrum is perforated. 
This product is contraindicated in those individuals who 
have shown hypersensitivity to any of its components. 
WARNING: Because of the potential hazard of nephro- 


tation of sensitization to neomycin is usually a low. 
Mace reddening with swelling, dry scaling and itching; 
t may be manifest simply as a failure to heal. During 


long-term use of neomycin-containing products, peri- — 


odic examination for such signs is advisable and the 


patient should be told to discontinue the product if they _ 


Professional Services Dept. PML. 
Sas / Burroughs Wellcome Co. 

Æ) Research Triangle Park 
North Carolina 27709 |. X - 
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Theonly 


ic cream specific 





foracne vulgaris 


e Impressive 
clinical 
efficacy 


e Low potential 
for local 
adverse 
reactions * 





meclocycline 





TRADEMARK 


e No reports 
of systemic side 
effects * 


e Unique, 
alcohol-free 
cream 
formulation 


Cream 1% 


Medán —— 


sulfosalicylate 


*As with all tetracycline derivatives, the possibility exists that significant percutaneous absorption may 


result from prolonged use. Therefore, caution is advised in administering MECLAN to persons with Cm 
hepatic or renal dysfunction. There are no adequate studies in pregnant or nursing women. 


Please see brief summary for prescribing information. 


Indication: MECLAN Cream is indicated for topical 
application in the treatment of acne vulgaris. 
Contraindications: MECLAN is contraindicated in 
persons who have shown hypersensitivity to any of 
its ingredients or to any of the other tetracyclines. 
Warnings: Although no absorption has been dem- 
onstrated by 28-day inunction studies in humans, 
the possibility exists that significant percutaneous 
absorption may result from prolonged use. 
Therefore, caution is advised in administering 
MECLAN (meclocycline sulfosalicylate) to persons 
with hepatic or renal dysfunction. 

Precautions: This drug is for external use only and 
should be kept out of the eyes, nose, and mouth. 

It should be used with caution bv patients who are 
sensitive to formaldehvde. 

'Pregnancy: Pregnancy Categorv B. Reproduction 
'studies have been performed in rats and rabbits 


f 


at oral doses up to 100 times the human dose 
(assuming the human dose to be one gram of cream 
per day) and have revealed no evidence of impaired 
fertility or harm to the fetus due to meclocycline 
sulfosalicylate. There was, however, a slight delay 

in ossification in rabbits when meclocycline was 
applied topically. There are no adequate and well- 
controlled studies in pregnant women. Because 
animal reproduction studies are not always predic- 
tive of human response, this drug should be used 
during pregnancy only if clearly needed. 

Nursing Mothers: It is not known whether this 
drug is excreted in human milk. Because many 
drugs are excreted in human milk, caution should 
be exercised when meclocvcline sulfosalicylate is 
administered to a nursing woman. 

Adverse Reactions: MECLAN is well tolerated bv 
the skin. In the clinical trials there was one report of 


acute contact dermatitis. There were isolated reports 
of skin irritation. Temporary follicular staining may 
occur with excessive application. Patch testing has 
demonstrated no photosensitivity or contact allergy 
potential. 

Dosage and Administration: It is recommended 
that MECLAN be applied to the affected area twice 
daily, morning and evening. Less frequent applica- 
tion may be used depending on patient response. 
Excessive use of MECLAN Cream may cause staining 
of some fabrics. 

How Supplied: MECLAN (meclocvcline sulfo- 
salicylate) Cream 196 is supplied in 20 gram sealed 
tubes. 

DERMATOLOGICAL DIVISION ORTHO 
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With acne, the wish to be invisible | 








is not just an adolescent fantasy. 





MINOCYCLINE HCI 


100 mg b.i.d. or 50 mg aid. 


In severe acne, the tetracyclines 
may be useful adjunctive therapy. 


MINOCIN® MINOCYCLINE HC! 


Oral and Intravenous Brief Summary 


indications: For the treatment of susceptible gram-positive and 
gram-negative organisms. In severe acne, the tetracyclines may be 
useful adjunctive therapy. For full list of approved indications 

consult labeling. 

Contraindications: Hypersensitivity to any tetracycline. 

Warnings: In the presence of renal dysfunction, intravenous use, 
particularly in pregnancy, in daily doses exceeding 2 grams has been 
associated with deaths through liver failure. When need for intensive 
treatment outweighs potential dangers, perform renal and liver function 
tests before and during therapy; also follow serum concentrations. In 
renal impairment, usual doses may lead to excessive accumulation and 
liver toxicity. Under such conditions, use lower total doses, and, in 
prolonged therapy, determine serum levels. This hazard is of particular 
importance in parenteral use in pregnant or postpartum patients with 
pyelonephritis. In such cases, the blood level should not exceed 15 


mcgm/ml and liver function tests should be made at frequent intervals. 


Do not prescribe other potentially hepatotoxic drugs concomitantly. 

THE USE OF TETRACYCLINES DURING TOOTH DEVELOPMENT (LAST HALF 
OF PREGNANCY, INFANCY AND CHILDHOOD TO THE AGE OF 8 YEARS) MAY 
CAUSE PERMANENT DISCOLORATION OF THE TEETH (YELLOW-GRAY- 
BROWN). This is more common during long-term use but has been 
observed following repeated short-term courses. Enamel hypoplasia has 
also been reported. TETRACYCLINES, THEREFORE, SHOULD NOT BE 

USED IN THIS AGE GROUP UNLESS OTHER DRUGS ARE NOT LIKELY TO BE 
EFFECTIVE OR ARE CONTRAINDICATED. Photosensitivity, manifested by 
an exaggerated sunburn reaction, has been observed in some individ- 
uals taking tetracyclines. Advise patients apt to be exposed to direct 
sunlight or ultraviolet light that such reaction can occur and discon- 
tinue treatment at first evidence of skin erythema. Studies to date 
indicate that photosensitivity is rarely reported with MINOCIN 
Minocycline HCI. The antianabolic action of tetracycline may cause an 
increase in BUN. In patients with significantly impaired renal function, 


higher serum levels of tetracycline may lead to azotemia, hyperphos- 
phatemia and acidosis. CNS side effects (lightheadedness, dizziness, 
vertigo) have been reported, may disappear during therapy, and always 
disappear rapidly when drug is discontinued. Caution patients who 
experience these symptoms about driving vehicles or using hazardous 
machinery while taking this drug. 
Pregnancy: In animal studies, tetracyclines cross the placenta, are 
found in fetal tissues, and can have toxic effects on the developing 
fetus (often related to retardation of skeletal development). Embryo- 
toxicity has been noted in animals treated early in pregnancy. 
Newborns, infants and children: All tetracyclines form a stable 
calcium complex in any bone-forming tissue. Prematures, given oral 
doses of 25 mg/kg every 6 hours, demonstrated a decrease in fibula 
growth rate, reversible when drug was discontinued. Tetracyclines are 
present in the milk of lactating women who are taking a drug of 
this class. 
Precautions: Use may result in overgrowth of nonsusceptible 
organisms, including fungi. If superinfection occurs, discontinue and 
institute appropriate therapy. In venereal diseases, when coexistent 
syphilis is suspected, darkfield examination should be done before 
treatment is started and blood serology repeated monthly for at least 
four months. Patients on anticoagulant therapy may require downward 
adjustment of such dosage. Test for organ system dysfunction (e.g., 
renal, hepatic and hemopoietic) in long-term use. Treat all Group A 
beta-hemolytic streptococcal infections for at least 10 days^Avoid giving 
tetracycline in conjunction with penicillin. 
Adverse Reactions: Gl: (with both oral and parenteral use): anorexia, 
nausea, vomiting, diarrhea, glossitis, dysphagia, enterocolitis, inflam- 
matory lesions (with monilial overgrowth) in anogenital region. Skin: 
maculopapular and erythematous rashes. Exfoliative dermatitis (uncom- 
mon). Photosensitivity is discussed above ("Warnings"). Pigmentation of 
the skin and mucous membranes has been reported. Renal toxicity: 
rise in BUN, dose-related (see "Warnings"). Hypersensitivity reactions: 
urticaria, angioneurotic edema, anaphylaxis, anaphylactoid purpura, 
pericarditis, exacerbation of systemic lupus erythematosus. In young 
infants, bulging fontanels have been reported following full thera- 

utic dosage, disappearing rapidly when drug was discontinued. 

lood: hemolytic anemia, thrombocytopenia, neutropenia, eosinophilia. 
CNS: (see "Warnings"). When given in high doses, tetracyclines may 
produce brown-black microscopic discoloration of thyroid glands; no 


abnormalities of thyroid function studies are known to occur. 

NOTE: Rapid administration is to be avoided. Parenteral therapy is 
indicated only when oral therapy is not adequate or tolerated. Oral 
therapy should be instituted as soon as possible. If intravenous therapy 
is given over prolonged periods of time, thrombophlebitis may result. 
Concomitant therapy: Antacids containing aluminum, calcium, or 
magnesium impair absorption; do not give to patients taking oral 
minocycline. Studies to date indicate that absorption of MINOCIN is not 
notably influenced by foods and dairy products. 


CNS side effects including lightheadedness, 
dizziness, or vertigo have been reported with 
MINOCIN Minocycline HC/. Patients who 


experience these symptoms should be 


cautioned about driving vehicles or using 
hazardous machinery while on minocycline 
therapy. If renal impairment exists, lower 
than usual total doses are indicated. (See 
WARNING in Package Insert.) Therapy 
should not be continued unless bacteriologic - 
testing indicates appropriate susceptibility of 
causative pathogens to MINOCIN. Enamel 
hypoplasia/tooth staining can occur in 
children under eight years of age. 

Tissue penetration is regarded as essential to 
therapeutic efficacy but specific penetration 
levels have not been directly correlated with 
specific therapeutic results. 
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For the topical control 
of acne vulgaris 





Erythromycin Topical Solution 


"Erythromycin base a Quick drying—no sticky film 
applied topically is 
both effective and 
nonsensitizing." a Simple therapeutic regimen: applied 

twice daily 


= [he first 2% topical erythromycin solution 


Melski, J. W. and Arndt, K. A., Topical 
Therapy for Acne, The New England 


Journal of Medicine, Feb. 28, 1980. m Clinically proven 


# Only mild, local irritation (796 incidence) 
reported in study of 348 patients 


= Shatterproof plastic bottle 


Ci Abbott Laboratories 
M North Chicago, 
a Stability assured for 24 months IL60064 
Each ml contains 20 mg of erythromycin base in a vehicle See adjacent page for 
consisting of polyethylene glycol, acetone and alcohol 77%. prescribing information. 
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EryDerm: 
Erythromycin Topical 
Solution 


Prescribing Information 


DESCRIPTION: Erythromycin is an antibiotic 
produced from a strain of Streptomyces 
erythraeus. It is basic and readily forms salts 
with acids. Each ml of ERYDERM (erythromy- 
cin topical solution) contains 20 mg of eryth- 
romycin base in a vehicle consisting of 
polyethylene glycol, acetone, and alcohol 
7796. 


ACTIONS: Although the mechanism by 
which ERYDERM acts in reducing inflamma- 
tory lesions of acne vulgaris is unknown, it 
is presumably due to its antibiotic action. 


INDICATIONS: ERYDERM is indicated for 
the topical control of acne vulgaris. 


CONTRAINDICATIONS: ERYDERM is con- 
traindicated in persons who have shown 
hypersensitivity to any of its ingredients. 


WARNINGS: The safe use of ERYDERM 
during pregnancy or lactation has not been 
established. 


PRECAUTIONS: ERYDERM is for external 
use only and should be kept away from the 
eyes and mucous membranes including 
those of the nose and mouth. Concomitant 
topical acne therapy should be used with 
caution because a cumulative irritant effect 
may occur, especially with the use of peeling, 
desquamating, or abrasive agents. 

The use of antimicrobial agents may be 
associated with the overgrowth of antibiotic 
resistant organisms. If this occurs, adminis- 
tration of this drug should be discontinued 
and appropriate measures taken. 


ADVERSE REACTIONS: Adverse condi- 
tions experienced included dryness, pruritus, 
erythema, desquamation, and burning sensa- 
tion. 

DOSAGE AND ADMINISTRATION: 
ERYDERM should be applied to the affected 
area twice a day after the skin is thoroughly 
washed with warm water and soap. Use 
enough solution to cover the affected area 
lightly. 

HOW SUPPLIED: ERYDERM (erythromycin 
topical solution) is supplied in 60 ml bottles 
(NDC 0074-2698-02). Store at temperatures 
below 86°F (30°C). 
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North Chicago, IL60064 
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Ultra protection against 
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the sun fifteen times longer 
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THE 
MICROBICIDALLY 


CLEAN FACE 
BETADINE 


SKIN CLEANSER 


Kills three organisms 
often associated with 
acne vulgaris, as it cleanses 


—=Kills Corynebacterium acnes, Staphylococcus 
epidermidis and Pityrosporon. 
— Helps prevent spread of infection from acne 
lestons 
—- May be employed as adjunctive topical treatment 
for the control of acne vulgaris: 
——Virtually nonirrtating to skin, with no essential 
change in the skin acid mantle: (In the rare 
instance of local irritation or sensitivity discontinue 
use by the individual.) 
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pre-tection 


pre — before; as in before exposure to irritating 
alkaline substances. 


tection — from the Latin, technicus, referring to 
an art or craft, as in the art of caring for a 
patient's skin. 


pretection — the art of using pH-Stabil to protect 
your patients against primary irritant dermatitis 
due to contact with alkalis or solvents. 
pH-Stabil contains no silicone, no steroids. Its 
unique ion exchange system formulation protects 
your patients in the workplace and at home. 
Call Toll Free 800-543-3000, ext. 2014, now, to 
request copies of clinical papers and samples of 
pH-Stabil for evaluation in your practice. 
Specify pH-Stabil to 
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CORPORATION 

Raritan, New Jersey 08869 
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RIFULVIN V 


The only griseofulvin available in 
both Tablets: 125 mg.,250 mg. and 500 mg. 
and Suspension: 125 mg./5 ml. 
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Join Growing Roche Dermatology Group in 


CLINICAL RESEARCH 


WY This recently established Group offers oppor- 
| + \ tunity to work closely with outstanding 
Y Dermatologists in development of several 
exciting new systemic and topical drugs. A 
| recent graduate may qualify, especially if 
able to offer some office practice, research, 
and/or Internal Medicine background, or a more 
experienced Physician. Interest in Dermatology, 
but not necessarily substantial background, is 
called for. Board eligibility after some training in 
Dermatology will be welcome. 

Roche carries on one of the world's major new 
drug research programs with a large,interdisci- 
plinary staff of researchers and scientists. There is ample 
opportunity to publish. Our multi-building complex at 
Nutley affords superb facilities, and a most desirable loca- 
tion in Northern New Jersey within easy reach of New York 
City. This opening allows much room to contribute sig- 
nificantly and to achieve career progress in a most favor- 
able environment. Please send letter and resume in con- 
fidence to Mr. Harvey J. Sieran, Manager of Employment. 


Hoffmanana- La Roche INC. Nutley, New Jersey 07110 


Original Research in Chemistry and Medicine 
Equal Opportunity EmployerM/F/H 
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Needle-Free 
injection. 


Betaves patients hate needles. 


Significantly reduces patient pain and discomfort. e Quiet. e Light- 

weight, fits your hand like a syringe. * Jet stream diameter equivalent 

to 25 gauge needle. e Produces profound, instant, anesthesia with 

small volumes of anesthetics. € Consistent dosage and depth of 
Z penetration. — 


Dermatologic/Plastic Surgery uses: * Steroid infiltration 
of many types of skin lesions. * Biopsies. * Incision and 
Drainage. + Emergency suturing. € Steroid infiltration of 
keloids. € Hair transplants. € Facial skin surgery. 
Sif e American made, parts and service 
j; readily available. ¢ Available with 
| . straight or angled heads. © Sup- 
E. plied complete with holder, 
MadaSonic germicidal/ 
As d S ~~. detergent, and case. ¢ Full 
2 au L8 USES a ES S STIN VEA EE Sc QE ^ year warranty. 


Specialty 
— Address. 


— 


Please send me more information on the MadaJet. 


XX 


60 Commerce Road 
2l AS en Se val tees Sass ^ SINC Carlstadt, New Jersey 07072 
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1. PURE MICRO-SMOOTH CUTTING 
... for incising, excising and planing without 
excessive charring and destruction of tissue 


2. BLENDED CUTTING AND COAGULATION 
. .. for smooth cutting with coagulation 


3. COAGULATION 
.. . for hemostasis control 


4. SPARK-GAP TYPE TISSUE DESTRUCTION 
.. - for fulguration/desiccation techniques 





Versatile 
>| Office 
— Electrosurgical 


Unit 
ny 


Realistic 
Price 


The Storz-Ellman Surgitron electrosurgical unit offers 
the Dermatologist the ability to limit very precisely both 
the degree of power and the area affected. It is excellent 
for taking specimens for biopsy. Among the conditions 
which Dermatologists treat simply and effectively are: 
Acne Scarring, Caruncles, Carbuncles, Cysts, Epitheli- 
oma, Furuncles, Hypertrichosis, Keloids, Keratosis, Ver- 
rucae, Rhinophyma, Polyps, Xanthoma and Superficial 
Lentigos and Telangiectasios. 

Catalog Number S-2100 


“Consistent Craftsmanship Since 1893” 





INSTRUMENT COMPANY 
3365 Tree Court industrial Bivd., St. Louis, MO 63122 Call Customer Service (800) 325-9500 or (800) 325-9668. In Missouri, (314) 225-5051 


[.] ‘Please send me more information on the Storz-Ellman 
Surgitron electrosurgical unit. 


C] Please have a sales representative contact me to set 
up a demonstration 
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Hospital or Office Address 
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Zip Code 
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Exudation 


Weeping, scaly lesions—especially in 
hairy areas—can frustrate many forms of 
topical therapy. But Topsyn* Gel has a low 
surface tension which promotes thorough 
dispersion, allowing its potent steroid to 
reach the site of inflammation and 
provide prompt symptomatic relief. A 
prudent choice for the inflammatory 
manifestations of steroid-responsive le- 
sions in problem areas, especially those 
with a thickened stratum corneum. 
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Gel oos% 


Potency for 
problem 


areas. 
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TOPSYN (fluocinonide) 


Gel 0.05% 


Description TOPSYN gel 0.05% contains the active 
compound fluocinonide. Fluocinonide. which is the 
21-acetate ester of fluocinolone acetonide, has the 
chemical formula 6a, 9-difluoro-118, 16a, 17, 21- 
tetrahydroxypregna-l, 4-diene-3, 20-dione, cyclic 
16, 17-acetal with acetone, 21-acetate. 


TOPSYN gel contains fluocinonide 0.5 mg //g. in a 
gel base of propylene glycol, propyl gallate, di- 
sodium edetate, and Carbopol 940 (car- 
boxypolymethylene) with NaOH and/or HCl 
added to adjust the pH. This clear, colorless, thixo- 
tropic vehicle is greaseless, nonstaining and com- 
pletely water-miscible. The active ingredient is 
totally in solution. 

Indications Inflammatory manifestations of corti- 
costeroid-responsive dermatoses. 


Contraindications Topical steroids are contraindi- 
cated in patients with a history of hypersensitivity 
to any of the components of the preparation. 


Precautions If irritation develops, discontinue the 
gel and institute appropriate therapy. 

In the presence of an infection, institute use of an 
appropriate antifungal or antibacterial agent. If a 
favorable response does not occur promptly, dis- 
continue the corticosteroid gel until the infec- 
tion has been adequately controlled. 


If extensive areas are treated or if occlusive tech- 
nique is used, there will be increased systemic 
absorption of the corticosteroid and suitable pre- 
cautions should be taken, particularly in children 
and infants. 

The safety of topical steroids in pregnant women 
has not absolutely been established. In laboratory 
animals, increases in incidences of fetal abnor- 
malities have been associated with exposure of 
gestating females to topical corticosteroids, in some 
cases at rather low dosage levels. Therefore, drugs 
of this class should not be used extensively on 
pregnant patients, in large amounts or for pro- 
longed periods of time. 

TOPSYN (fluocinonide) gel is not for ophthalmic use. 


Adverse Reactions Local adverse reactions re- 
ported with topical corticosteroids: burning, itch- 
ing, irritation, dryness, folliculitis, hypertrichosis, 
acneform eruptions, hypopigmentation, perioral 
dermatitis, allergic contact dermatitis, maceration 
of the skin, secondary infection, skin atrophy, striae, 
miliaria. 

Dosage and Administration A small amount should 
be gently massaged into the affected area three 
or four times daily, as needed. 


How Supplied TOPSYN gel 0.05%—15, 30, 60, and 
120g. tubes. 
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E Laboratory 


This bi-monthly publication is an invaluable source of information on the late: 
developments in medical computing technology. Produced by the AM 
Computer Systems in Medicine Program, Computers and Medicine repor! 
on the ways computer technology is used clinically and administratively i 
private practices, hospitals, clinics, and medical societies. 


The format of Computers and Medicine emphasizes brief articles whic 
convey the fundamental concepts involved in applications currently in use, 8 
well as those in developmental and experimental stages. Information o 
whom to contact for more details is also included. 


Plug into the medical computing information network; subscribe t 
Computers and Medicine today! 











| Subscriber Services 

j American Medical Association 

Í 535 N. Dearborn St., Chicago, IL 60610 

| wish to subscribe to Computers and Medicine for the period indicated 
below. Enclosed is my check (payable to AMA) for $ 

j []1 year subscription, 6 issues | 12 year subscription, 12 issues 
i $12 U.S. and U.S. Poss. $20 U.S. and U.S. Poss. 

i Name à 
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i Address 
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the highest degree of 
sunburn protection 







„even for patients 
who swim orrun in the sun. 


SUNDOWN” Ultra Protection is the first Because SUNDOWN isn't greasy, sticky 
sunblock that resists removal by water or oily, and contains no alcohol, patient 
or perspiration. compliance is more likely. 
Í i meum When new SUNDOWN Sunblock 
Even after 40 minutes in the water, E d was tops Dorf de Tarectselifn 
SUNDOWN, with an SPF of 15, offers full iN Pp Digo 
di is : | product,* 2 out of 3 people preferred 
protection. And continues to provide a ; 
high measure of protection between SUNDOWN because they felt It pror 
sonlicatane Tus. e her lic SUNDOWN tected and moisturized the skin better. 
SPP T tae APPIKE SUNBLOCK SUNDOWN is also available as 
tions are unnecessary. IE 4 
v MCN three waterproof sunscreens: SPF 4, 
For highly sun-sensitive skin, 6 an 


SUNDOWN Sunblock includes three 


screening agents (Padimate O, octyl New 
salicylate and oxybenzone) that provide eee 


ultra-protection against the damaging j j 
Me UVA and UVB ultraviolet bands. 
; SUNDOWN Sunblock also con- 
tains a special blend of emollients to fohnron sfohmon SUNBLOCK (SPF 15) 


help spare the skin from the drying 
effects of the sun. BABY PRODUCTS COMPANY 


* 
*Data on file, Johnson & Johnson, Baby Products Company © J&J 1981 


Gentle, low-pH cleansing. 


Mild, non-complicating cleansing is often the indicate 
first step in the treatment of many dermatologic 
conditions. 


And evidence shows that low pH cleansers reduce 
potential for skin irritation. ' 


New pHresh 3.5™ solution is the lowest pH skin 
cleanser available. Laboratory tests show it to have 
a very low irritation index.? It is non-irritating and 
non-drying, particularly important for patients with 
sensitive skin. 


Further, pHresh 3.5 cleanser does not interfere with 
the action of benzoyl peroxide or other topical 
acne preparations, nor with topical steroid therapy. 


Because of its uniquely gentle nature, pHresh 3.5 
cleanser has many uses in your practice—both 
for specific skin conditions and for general skin care 
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1. Frosch PJ and Kligman AM: The soap chamber test. A new method for 
assessing the irritancy of soaps. J Am Acad Derm 1:35-41, July 1979. 
2. Data on file, Medical Department, Riker Laboratories, Inc. 


i 
Ma 
ne 
Ri, 

` 

M: 

1 


, 


Gentle.Versatile. 


Riker Laboratories, Inc. 
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Findings Announced 


SPECIAL EDITION 


¢ YCLOCORT Andina: 


consistently effective in treatment 





The Verdict: 
CYCLOCORT 
Cream 0.1% 


demonstrates 
outstanding efficacy 
in the most 
frequently seen 
dermatoses 


In the largest open trial* ever 
conducted for a topical cortico- 
steroid, 187 dermatologists 
throughout the country treated 
2,260 patients with CYCLO- 
CORT, either 5.i.d. or t.i.d., for 
a mean of 20 days. A total of 
1,976 patients completed a 
course of therapy and were eval- 
uable— with the following phy- 
sician-rated results: 





Note: Overall improvement was 
assessed using the following scale: 
1) Cleared— complete cure obtained; 
(2) Excellent —Symptoms significantly 
decreased (275976 improvement); 
(3) Good— Symptoms considerably 
milder (250976 improvement); (4) Fair— 
‘Symptoms slightly decreased (72576 
improvement); (5) Poor— Symptoms 
very slightly decreased («2596 improve- 
ment); (6) No effect—Symptoms 
unchanged; (7) Exacerbation— Symp- 
toms worse. 
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ER Cleared, excellent or good 
GY, Fair 


E Poor, no effect or exacerbation 


*Dataon file, Medical Department, Lederle Labora- 
tories (complete report of study available úpon -| —.— 


request). | A 
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of steroid-responsive dermatoses 


When patients were asked 4 
evaluate therapeutic result: 
their ratings were remarkabt 
similar to those of physician: 
Approximately 80% of the tot. 
study population noted good « 
excellent response to treatme 
of dermatitis-associated ras) 
itching, burning and pain. Coi 
tact and seborrheic dermatit 
were the most favorably rate 
diagnoses, each receiving abo 
90% good or excellent r« 
sponses, and only about 3% poe 
responses. 





THE VERDICT; - 
CYCLOCORT NOTABL 
EFFECTIVE 
IN PSORIASIS 


Psoriasis was the single mo 
commonly evaluated dermatos 
during the trial, affecting 21.8 
of patients. Even for this dif. 
cult-to-treat condition, inves: 
gators noted clearing or good-t 
excellent response in over 60! 
of cases and fair, good, excelle 


ioted fair, good, or excellent 
esponse in almost 90% of psori- 
SIS cases. 





The Verdict: 
SYCLOCORT 


Amcinonide 
use resulted in 
ew drug-related 


side effects 


ide effects during the study 
'ere infrequent in incidence and 
enerally mild in nature. Burn- 
1g or stinging were the most 
ommon adverse experiences, 
iaking up more than half of 
sported side effects. Pruritus 
nd soreness were the only other 
»ported side effects noted in five 
r more instances. 





- Tota! patients 2.260 
treated 
Total side effects ^ 55 
reported 

= Total patients with 40 
side effects 


1.896 


Percent of patients 
with side effects 








THE VERDICT: 


CYCLOCORT FOUND 
HIGHLY ACCEPTABLE 
BY PATIENTS 


The impressive therapeutic 
results achieved with CYCLO- 
CORT were accompanied by 
excellent patient compliance and 
a high degree of acceptance. The 
vast majority of subjects found 
CYCLOCORT to be soothing, 
easy to apply, non-staining, and 
without significant burning, 
itching, stinging, or soreness on 
application. Patient responses to 
questions concerning various 
properties of CYCLOCORT are 
summarized in the following 


table: 





PATIENT EVALUATION RESULTS 


Was the 
medication 
soothing? 


Did it cause 
burning? 


Did it cause 
itching? 


Did it cause 
soreness? 


Did it cause 
stinging? 


Was it greasy? 
Was iteasy 
to apply? 


Did it stain 
clothes? 


Did it stain 
skin? 


Did if rub in 
well? 


f 


TT hese percentages do not add up to 100% 
because of small numbers of patients not 
responding to specific questions. 


Please see last page of advertisement for E" "ve 


Percentage Response 


No 


No Yes Opinion 


78 85.8 
90.7 66 
93.0. 3.9 
954 20 
91.4 60 
906 = 57 

&6 886 
95:1 1.5 
95D $41 
12.7 840 


full prescribing information. 
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B.LD. Therapy 


Efficacy demonstrated using 
convenient, economical twice-a- 
day regimen—for patients with 
eczematous dermatoses: 


Rapid Relief 


Clinical studies show early, 

consistent response rates in 
` a full range of steroid re- 
i sponsive dermatoses’ 





————————————————————————————————— 


DESCRIPTION 0.1% topical cream 
4 with AQUATAIN* hydrophylic base. 


Each gram of CYCLOCORT topical 
cream contains | mg (0.1%) of the active 
steroid, amcinonide in AQUATAIN, à 
| specially formulated base com- 
posed of emulsifying wax 
NF, isopropyl palmitate, 
glycerin USP, sorbitol 
solution USP, lactic 
. acid, 2% benzyl 
^ alcoHót and 
purified 


water, 


CYCLOCORT 


these important benefits 
warrant your investigation 





HIGH 
VASOCONSTRICTIVE 
ACTIVITY: 


demonstrated in skin- 
blanching comparisons with 
leading topical corticosteroids’ 


ream 0.1% u 


Amcinonide 


ith AQUATAIN* Hydrophilic Base 








OUTSTANDING 
EFFICACY IN 
PSORIASIS 


Shown highly effective for treat- 
ment of psoriasis in more than 2C 
clinical studies 








ACTION Topical steroids are primarily effec- 
tive because of their anti-inflammatory, anti- 
pruritic, and vasoconstrictive actions. 


INDICATIONS For relief of the inflammatory 
manifestations of corticosteroid-responsive 
dermatoses. 


CONTRAINDICATIONS Topical steroids are 
contraindicated in those patients with a history 
of hypersensitivity to any of the components of 
the preparation. 


PRECAUTIONS If irritation develops, the 
product should be discontinued and appropriate 
therapy instituted, 


In the presence of an infection the use of an 
appropriate antifungal or antibacterial agent 
should be instituted. If a favorable response 
does not occur promptly, the corticosteroid 
should be discontinued until the infection has 
been adequately controlled, 


If extensive areas are treated or if an occlusive 
technique is used there will be increased sys- 
temic absorption of the corticosteroid and suit- 
able precautions should be taken, particularly in 
children and infants. 


Although topical steroids have not been 
reported to have an adverse effect on human 
pregnancy, the safety of their use in pregnant 
women has not absolutely been established. In 


laboratory animals, increases in incidence of 


fetal abnormalities have been associated with 
exposure of gestating females to topical corti- 
costeroids, in some cases at rather low dosage 


- levels. Therefore drugs of this class should not 
- be used extensively on pregnant patients, in 


large amounts, or for prolonged periods of time. 
- The product is not for ophthalmic use. 


ADVERSE REACTIONS The following 
local adverse reactions have been reported 
© with topical corticosteroids, especially 
E under occlusive dressings: burning, 

it hing, irritation, dryness, “folliculitis. 

hypertrichosis, acneiform eruptions, 

OF oan, perioral dermatitis, 

contact dermatitis, maceration of 
p ondary infection, skin atro- 
ie and miliaria. 


1 TE 


DOSAGE AND ADMINISTRATION Apply: 
light film to affected areas 2 or 3 times daily 
The cream should be rubbed in gently and thor 
oughly until it disappears. 


HOW SUPPLIED 0.1% Topical Cream Availa 
ble in 15 and 60 Gram tubes. REV.9/7 





Unique Aquatair. 
Base 


Contains 74.: 
humectants 


* Trademark American Cyanamid Company 


TNote: Although many investigators believe vasocon 
strictor activity studies offer an indication of potentia 
clinical anti-inflammatory efficacy, no definite correlatio: 
has been proven. 

1. Rosenberg. EW: Cutis 24:642-645. Dec.. 1979. 2. Dati 
on file. Medical Department. Lederle Laboratories 
3. Woodford, R and Haigh. JM. Curr. Ther. Res. 2I 
(3);301:310. Sept.. 1979 


3% water, twc 





LEDERLE LABORATORIES 


A Division of American Cyanamid Compan 
Wayne, New Jersey 07470 
© 1981 Lederle Laboratories e 319: 


The most thoroughly tested sunblocking lotion 
(SPF 15) in the world.* 


SUPER SHADE 15 with Padimate 0 and oxybenzone is formulated for people who can 
tolerate little sun exposure. 
Ultra protection for highly sun- e Cosmetically acceptable 
sensitive skin lotion base 
Prevents sunburning and tanning e Virtually non-staining and 
All-day protection against sunburn non-stinging 
Provides protection in both the sunburn range @ Contains no drying alcohol 
(UVB) and the drug photosensitivity range (UVA) @ Contains no paraben 
of ultraviolet light preservatives 
Non-Comedogenic @ Resistant to wash off by 
Prevents ultra-violet induced skin cancer (in swimming and perspiration 
laboratory animals) @ For maximum protection, 
Reduces ultra-violet induced aging changes follow label directions 
(in laboratory animals) @ Available in 4 oz. and 8 oz. 


The Food and Drug Administration’s Advisory Panel on sunscreens has recommended a 
Sun Protection Factor of 15 as the highest allowable designation for sunscreen products 
under the proposed monograph. While the test results for SUPER SHADE show a higher Sun 
Protection Factor than 15, the product is labeled according to Proposed Monograph 
Claims for sunscreen products. 


Liberal and regular use of SUPER SHADE 15 may help reduce chances of skin cancer due to 
long-term overexposure to the sun. 


Your patients who require ultra sunburn protection will appreciate your recommendation 
of SUPER SHADE 15. è 


*Based on published scientific studies 


©) 1981 Plough, Inc. 
Memphis, TN 38151 











Start from scratch 
10 relieve 


the itch 











Tarx 
ydroxyzine HCI) 


TABLETS: 10 mg and 25 mg SYRUP: 10 mg per 5 ml, ethyl alcohol 0.5% v/v 


Proven clinically effective for pruritus 
associated with allergic conditions 

e demonstrated antihistaminic/antipruritic activity 
e rapid onset of action 


e prescribed more frequently by allergists and 
dermatologists than any other antipruritic agent* 


Contraindications: Hypersensitivity to hydroxyzine. Hydroxyzine, when ad- 
ministered to the pregnant mouse, rat, and rabbit, induced fetal abnormalities 
in the rat and mouse at doses substantially above the human therapeutic 
range. Safety in human pregnancy has not been established. Until such data 
' are available, hydroxyzine is contraindicated in early pregnancy. 
Warnings: Nursing Mothers — It is not known whether hydroxyzine is excreted 
in human milk. Since many drugs are so excreted, hydroxyzine should not be 
iven to nursing mothers. 
recautions: THE POTENTIATING ACTION OF HYDROXYZINE MUST BE CON- 
SIDERED WHEN THE DRUG IS USED IN CONJUNCTION WITH CENTRAL NER- 
VOUS SYSTEM DEPRESSANTS SUCH AS NARCOTICS, NON-NARCOTIC 
ANALGESICS AND BARBITURATES. Therefore, when central nervous system 
depressants are administered concomitantly with hydroxyzine, their dosage 
should be-reduced. Since drowsiness may occur, patients should be warned of 
this possibility and cautioned against driving a car or operating dangerous ma- 
chinery. Patients should be advised against the simultaneous use of other CNS 


"based on market research data on file at Roerig/Pfizer 
©1979 Pfizer Ihc 
a 


depressant drugs and cautioned that the effect of alcohol may be increased. 
Adverse Reactions: Side effects reported are usually mild and transitory in na- 
ture. Anticholinergic—Dry mouth. Central Nervous System—Drowsiness is 
usually transitory and may disappear in'a few days of continued therapy or 
upon reduction of the dose. Involuntary motor activity, including rare in- 
stances of tremor and convulsions, have been reported, usually with doses 
considerably higher than those recommended. 

Supply: Tablets, containing 10 mg, 25 mg, or 50 mg hydroxyzine hydrochlo- 
ride, 100's and 500's; Tablets containing 100 mg, 100's; Syrup containing 

10 mg per teaspoonful (5 ml) and ethyl alcohol 0.5% v/v, pint bottles. 


Before prescribing or administering, see package circular. 


ROeRIGGZD 


A division of Pfizer Pharmaceuticals, New York, N.Y. 40047 


E] P 


acetone gel 


f 


39 — Available in tubes of 120z. and 302. 
P 4 i f 


"d | /'DERMATOLOGICAL DIVISION ORTHO 


P d " ORTHO PHARMACEUTICAL 
CORPORATION 
/ Raritan, New Jersey 08869 





Letters to the Editor 





Letters will be published as space permits and at the discretion of the editor. All 
components of letters, including references, must be typewritten, double-spaced. Do not 
include more than five references and two figures in duplicate. Letters should not exceed 
500 words in length. Three copies of all letters are required and they are subject to editing. 
Letters are not acknowledged. All letters must be accompanied by a Copyright Release 
Statement signed by all authors of the letter. For additional details, including copyright 


procedure, see “Instructions for Authors.” 


Treatment of Chronic Herpes Infection 
With 5% Idoxuridine 


To the Editor.-We have read with interest the excellent 
contribution on chronic herpes simplex infection in cuta- 
neous T-cell lymphomas by Vonderheid et al in the Septem- 
ber ARCHIVES (1980;116:1018-1022). The extremely serious 
nature of herpes simplex virus cutaneous infection in these 
immunosuppressed patients should certainly be empha- 
sized. 

We wish to relate anecdotal therapeutic experience with 
two similar patients. Vonderheid et al used 0.5% idoxurid- 
ine in the treatment of three of five patients. Later, as the 
process extended, parenteral therapy was used in the 
treatment of two of five patients. In two studies that have 
generated much debate, 5% idoxuridine in dimethyl sulfox- 
ide was used to treat simple recurrent herpes simplex 
infections. That treatment is probably not a cost-effec- 
tive treatment of recurrent herpes simplex infections, and 
the use of dimethyl sulfoxide is restricted. However, in 
cases such as those described by Vonderheid et al, early 
sterilization of herpes simplex ulcers before dissemination 
occurs is critical. 

One of us (J.L.J.) has observed two patients with lympho- 
mas and notable immunosuppression in whom extensive, 
chronic cutaneous herpes simplex infections developed. 
One patient had five to six herpes simplex ulcers (cultures 
were positive) and required a lymph node excision for viral 
invasion into the node. Lesions that had been present for 
up to six months healed within two weeks when 5% 
idoxuridine in petrolatum was applied topieally four times 
daily. The experience with the second patient was similar. 
We only present these anecdotes to encourage others to use 
this therapy in a structured way in patients with chronic 
herpes simplex ulcers and to report their findings. Future 
investigations may find the best replacement vehicle for 
dimethyl sulfoxide. We believe that 5% idoxuridine will be 
shown to be capable of sterilizing chronic herpes simplex 
uleers in a substantial number of immunosuppressed 
patients if it is given before dissemination occurs. There- 
fore, it can affect the overall course of the infection in 
these patients. 


Arch Dermatol—Vol 117, May 1981 
à 





It is also interesting that Vonderheid et al used commer- 
cially available 1% sulfadiazine silver in five of five 
patients. Sulfadiazine in a 2% concentration has been 
effective in killing herpes simplex virus in ocular infec- 
tion.* Perhaps this agent in a higher concentration may be 
shown in the future to be capable of sterilizing chronic 
herpes simplex ulcers in immunosuppressed patients. 

JOSEPH L. JoRIzzo, MD 
EDGAR B. SMITH, MD 
Galveston, Tex 


1. MacCallum FO, Juel-Jensen BE: Herpes simplex virus skin infection in 
man treated with idoxuridine in dimethyl sulphoxide: Results of a double- 
blind controlled trial. Br Med J 1966;2:805-807. 

2. Verbov J: Treatment of herpes simplex. Br J Dermatol 1971:85:601- 
602. 

3. Tokumaru T, Shimizir C, Fox CL: Antiviral activities of silver sulfa- 
diazine in ocular infection. Res Commun Chem Pathol Pharmacol 1974;8:151- 
158. 


Clofazimine in the Treatment 
of Annular Lupus Erythematosus 


To the Editor.—In the April ARCHIVES (1980;116:450-453), 
Maciejewski reported a case of annular erythema as an 
unusual variant of chronic lupus erythematosus (LE). He 
found that the disease was "strikingly resistant to thera- 
py," since neither 50 mg/day of prednisolone nor 250 
mg/day of chloroquine phosphate succeeded in clearing the 
eruption. Only high doses of azathioprine and prednisolone 
did so. 

Recently, we had the opportunity to use clofazimine 
successfully in two cases of annular LE. 


Report of Cases.—CASE 1.—A 52-year-old woman had widespread, 
red, scaly, annular lesions that tended to coalesce, producing 
polycyclic gyrate configurations on the exposed aspects of the 
body. 

Light microscopy findings were consistent with the diagnosis of 
j escence microscopy of the lesions 
a, IgM, and C3 at the dermoepider- 
antibody test result was positive, 
0 dilution. An LE cell prepara- 







e month with topical steroids, up 
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to 60 mg/day of oral prednisolone, and 400 mg/day of hydroxy- 
chloroquine sulfate, without substantial benefit. 

Treatment was stopped, and the patient began receiving 100 
mg/day of clofazimine. The lesions cleared in a few weeks, and no 
relapses have been observed to date. 

CASE 2.—A 60-year-old woman had red, well-defined, scaly 
patches with hyperkeratosis, involving the nose and cheeks. After 
two years without treatment, new lesions appeared on the scalp, 
neck, chest, and shoulders. There were polycyclic gyrate configu- 
rations, especially notable on the chest. 

The patient was then treated for four years with topical and oral 
steroids and with antimalarial drugs, without effect. 

A subsequent skin biopsy specimen demonstrated the typical 
changes of LE. Direct immunofluorescence microscopy showed 
linear deposits of IgG, IgM, and C3 at the dermoepidermal 
junction. The antinuclear antibody test result was positive (1:20) 
only once, and the LE cell test result was repeatedly negative. The 
C3 and C4 fractions of complement were normal. 

The corticosteroid treatment was then stopped, and 300 mg/day 
of thalidomide was introduced. The dosage was tapered to 50 
mg/day for one month, with partial benefit. When the patient 
began taking 100 mg/day of clofazimine, the lesions completely 
cleared in one month. Drowsiness and a pink discoloration of the 
skin were the only side effects observed. 


Comment.—We agree with Maciejewski on the point that 
annular LE lesions are sometimes poorly responsive to 
topical steroids, steroids given for systemic effect, and 
antimalarial drugs. 

However, clofazimine, which has been used in the treat- 
ment of the usual pattern of discoid LE,'? proved to be 
effective also in the treatment of annular LE. 

Clofazimine is said to activate the phagocytic activity of 
polymorphonuclear leukocytes and macrophages,' but no 
convincing explanation of its beneficial activity in LE has 
been advanced. 

FRANCO CROVATO, MD 
Genoa, Italy 


Luciano Levi, MD 
Milan, Italy 


1. Mackey JP, Barnes J: Clofazimine in the treatment of discoid lupus 
erythematosus. Br J Dermatol 1974;91:93-96. 

2. Dupré A, Bonafé JL, Lassére J, et al: Traitement du lupus érythéma- 
teux chronique par le lampréne (clofazimine). Ann Dermatol Venereol 
1978;105:423-425. 

3. Levi L, Crippa D, Sala G: Uso clinico della clofazimine (lamprene) in 
dermatologia. G Ital Dermatol, to be published. 

4. Michaëlsson G, Molin L, Öhman S, et al: Clofazimine: A new agent for 
the treatment of pyoderma gangrenosum. Arch Dermatol 1976;112:344- 
349. 


Senile Venous Lakes 


To the Editor.—I read with great interest the report by 
Bondi and Clark in the March ARCHIVES (1980;116:299-300) 
on the clinical differentiation of adult-onset cavernous 
angioma from nodular malignant melanoma. They de- 
scribed 14 patients who had 16 asymptomatic pigmented 
nodules suspected of being nodular melanomas. The 
authors claim that a 30-s pressure on the lesion is a reliable 
test for differentiating nodular melanoma from senile 
angioma, since there is a good histopathologic correlation 
with the clinical test. 

In 1961, Woringer and I' described eight patients who 
had lesions similar to those reported by Bondi and Clark. 
We have already pointed out the resemblance of these 
lesions to nodular melanoma. The histologic picture is 
characteristic, showing a large jagged venous lake, crossed 
by thin walls of fibrous tissue supperting normal capil- 
laries. As noted by Bondi and Clark, the venous lakes 
collapse completely under pressure and refill when the 
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Fig 1.—Angioma of neck simulating nodular melanoma. 


Fig 2.—Same angioma after thumb pressure. 





pressure is released (Fig 1 and 2). These small, dark-blue, 
slightly raised, soft nodules are only seen in aged subjects 
in whom elastic tissue is deficient. They may occur as 
single or multiple lesions, are situated mainly on the face, 
and are rarely seen on the trunk. These lesions seem to be 
different from senile angiomas. To us, they more closely 
resemble the venous lakes described by Bean and Walsh.* 
PAUL LAUGIER, MD 
Geneva 


1. Woringer F, Laugier P: Les lacs sanguins séniles. Dermatologica 
1961;123:212-218. 
2. Bean WB, Walsh JR: Venous lakes. Arch Dermatol 1956;74:459-463. 


Pretibial Myxedema 


To the Editor.-In a recent report in the September 
ARCHIVES (1980;116:1076-1077), Kucer et al described the 
recurrence of pretibial myxedema within the graft sites of 
a patient with hyperthyroidism. We have had a similar 
experience with a patient with hypothyroidism. 


Report of a Case.—A 47-year-old woman was first seen at 
another institution in 1965. At that time, her complaints were 
exophthalmos and skin nodules on the middle of the dorsum of her 
left foot. Thyroid function test results showed her to have 
hypothyroidism. A test result for long-acting thyroid stimulator 
was positive. Thyroid replacement therapy was initiated. 

In 1972, bilateral orbital decompression was required for her 
severe exophthalmos. In 1975, each of the two nodules on the 
dorsum of her left foot had grown to 2 em in diameter. The lesions 
were asymptomatic, flesh colored, and waxy in consistency, with 
prominent hair follicles. Biopsy specimens (hematoxylin-eosin 
stained) of the lesions were reported as “fibromas of the skin.” 
The remaining abnormal tissue was then removed by wide exci- 
sion and replaced with a split-thickness skin graft. Histologic 
findings of the surgical specimen were suggestive of increased 
deposits of mucopolysaccharides within the dermis. 

The patient did well until 1978, when the skin nodules reeurred. 
When we first saw the patient a few weeks ago, several nontender, 
firm nodules were present within the dista! and proximal borders 
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Nodules within borders of graft site. 


of the skin graft (Figure). Other skin findings included two 
smooth, nontender, subcutaneous nodules in the right pretibial 
area, clubbing of the fingers, and diffuse thickening of the skin on 
both forearms. A punch biopsy specimen from a recurrent lesion 
showed increased deposition of mucopolysaccharides (colloidal iron 
stain). Thyroid function test results were normal. 


Comment.—We are unable to determine whether this 
patient ever had hyperthyroidism. The association of her 
condition with exophthalmos and positive long-acting thy- 
roid stimulator titers suggested that she had hypothyroid 
Graves’ disease by the time she was first seen by a 
physician. The points that we wish to make are (1) unless 
specific stains are used, deposition of mucin may go 
unnoticed, (2) deposition of mucopolysaccharides may 
develop in patients with euthyroidism or hypothyroidism, 
(3) pathologic deposits of mucin may occur outside of the 
pretibial area, and (4) although surgery may be successful 
for a limited time, the chance of recurrence of myxedema- 
tous lesions after surgery is high. Such therapy should be 
undertaken cautiously, as was reported by Kucer et al. 

Lois Y. Matsuoka, MD 
JACOBO WORTSMAN, MD 
JOHN G. DIETRICH, MD 
RAYMOND PEARSON, MD 
Springfield, Ill 


Mode of Inheritance in Psoriasis 


To the Editor.—In the June ARCHIVES (1980;116:718-719), 
Cutler et al argued that "the bulk of current evidence 


supports the hypothesis that the mode of inheritance in - 


psoriasis is autosomal dominant." In an editorial in the 
same issue (1980;116:657), Dobson discusses the difficulty 
of resolving the controversy surrounding the mode of 
inheritance and remarks "it may well be that psoriasis is 
not a single disorder but the phenotypic expression of 
various heritable and nonheritable processes." 

An analysis of the frequency distribution in relation to 
the age at onset of psoriasis in 1,356 patients treated in 
Leeds, England, gave clear evidence of bimodality in 
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women and possible trimodality in men.' From the detailed 
form of the distributions, we concluded that two genotypes 
predispose to psoriasis in women and at least two (possibly 
three) in men. For onset from infancy to 25 years of age, 
the ratio of female to male patients (398:238) is consistent 
with the involvement of a dominant X-linked allele in the 
polygenic predisposition to early-onset psoriasis. 

We proposed a tentative genetic scheme, allocating two 
polygenic genotypes both to male and female subjects. The 
scheme agreed well with the major familial findings of 
Lomholt? but disagreed (as did the scheme of Lomholt) 
with some of his minor findings. Nevertheless, the idea 
that early- and late-onset cases differ genetically is sup- 
ported by a study? of histocompatibility antigens in which 
it was found that patients with psoriasis who had HLA- 
Bwl7 antigen had an earlier age of onset than those with 
HLA-Bwl6 antigen; the frequency of both antigens in 
patients was raised relative to that in control subjects. This 
study is also consistent with our proposal' that psoriasis is 
an autoaggressive disease, initiated by somatic mutations 
in a stem cell of the central system of growth control. 

We believe, therefore, that a simple dominant mode of 
inheritance cannot be reconciled with the more critical 
features of the overall evidence. A much more complicated 
scheme, involving more than one genotype (probably two 
in female subjects, possibly more in male subjects) and 
polygenie inheritance in each instance, would seem to be 
implicated. 

PHILIP R. J. BURCH, PHD 
NEVILLE R. ROWELL, MD, FRCP 
Leeds, England 


l. Burch PRJ, Rowell NR: Psoriasis: Aetiological aspects. Acta Derm 
Venereol 1965;45:366-380. 

2. Lomholt G: Psoriasis: Prevalence, Spontaneous Course, and Genetics. 
Copenhagen, GEC Gad, 1963. 

3. Krulig L, Farber EM, Grumet FC, et al: Histocompatibility (HL-A) 
antigens in psoriasis. Arch Dermatol 1975;111:857-860. 


In Reply.—The speculations of Burch and Rowell concern- 
ing the mode of inheritance in psoriasis only emphasize the 
confusion and controversy surrounding this subject. While 
the bulk of current evidence, including our family with 
psoriasis that contained trizygotic triplets and dizygotic 
twins, lends support to an autosomal dominant mode of 
inheritance, the results of other studies are disparate 
enough to suggest, as Dobson has, that the genesis of 
psoriasis may be multifactorial, involving various heritable 
and nonheritable processes. 

It is difficult to see how one can maintain that inheri- 
tance of early-onset psoriasis is consistent with an 
X-linked dominant allele. In fact, Hoede' proposed that 
psoriasis was inherited as an incompletely sex-limited 
irregular dominant, since more male than female subjects 
were affected in his survey of 1,437 patients with psoriasis 
and their families. Steinberg et al? analyzed the families of 
464 patients with psoriasis and concluded that there was no 
evidence for a sex-limited or sex-linked mode of inheri- 
tance. More recently, Farber and Nall,’ in a study of 5,600 
patients with psoriasis, concluded that the onset of psoria- 
sis can occur at any age with equal sexual frequency. Even 
if one assumes that the preponderance of female subjects 
with early-onset psoriasis observed by Burch and Rowell is 
not due to random chance, there are other explanations for 
such a distribution at least as satisfactory as sex-linked 
inheritance, including modification of genetic expression 
by environmental factors (eg, estrogenic effects). 

The faet that the*'tentative genetic scheme" proposed 
by Burch and Rowell affirms the major familial findings of 
Lomholt provides little comfort, since Lomholt's analysis of 
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his data, as well as his conclusions, have been largely 
contested.‘ The use of an early study of histocompatibility 
antigens in psoriasis to support their tentative genetic 
scheme is tenuous, since more recent studies of histocom- 
patibility antigens, including those at the A, B, C, D, and 
DR loci, indicate much more complicated and disputed 
associations than this early article. In fact, the most recent 
large-scale study of these histocompatibility antigens in 
families with psoriasis* favors a dominant mode of inheri- 
tance for psoriasis. We are somewhat less confident about 
the usefulness of histocompatibility antigens to delineate 
the mode of inheritance in psoriasis and would favor the 
recent assertion of Brandrup et al? that there is an 
association of HLA-B13 and HLA-Bw17 with psoriasis, but 
it is also apparent that psoriasis may develop if neither of 
these antigens is present. 

Finally, rather than stressing the dogma that the mode 
of inheritance in psoriasis is autosomal dominant, we 
emphasize (as has Dobson) the importance of more exten- 
sive studies of families with psoriasis, employing examina- 
tion of family members, rather than third-person reports 
or questionnaires. 

JOEL E. BERNSTEIN, MD 
KEYOUMARS SOLTANI, MD 
LAWRENCE E. CUTLER, MD 
Chicago 


1. Hoede K: Unwelt und enblichkeit bei der ensteburg der schuppen- 
flechte. Wurzb Abb Med 1931;27:211-254. 

2. Steinberg AG, Becker SW, Fitzpatrick TB, et al: A genetic and 
statistical study of psoriasis. Am J Hum Genet 1951;3:267-281. 

3. Farber EM, Nall ML: The natural history of psoriasis in 5,600 patients. 
Dermatologica 1974;148:1-18. 

4. Kimberling W, Dobson RL: The inheritance of psoriasis. J Invest 
Dermatol 1973;60:538-540. 

5. McMichael AJ, Morhenn V, Payne OR, et al: HLA-C and D antigens 
associated with psoriasis. Br J Dermatol 1978;98:287-292. 

6. Jajié I, Kastelan A, Brnobié A, et al: HLA antigens in psoriatic 
arthritis and psoriasis. Arch Dermatol 1977;113:1724-1725. 

7. Tsuji K, Inouye H, Nose Y, et al: Further study on HLA-A, B, C, D, DR, 
and haplotype antigen frequencies in psoriasis vulgaris. Acta Derm Vene- 
reol Suppl 1979;87:107-108. 

8. Mareusson J, Móller E, Thyresson N: Genetic problems concerning 
psoriasis. Acta Derm Venereol Suppl 1979;87:28. 

9. Brandrup F, Hauge M, Henningsen K, et al: Psoriasis in an unselected 
series of twins. Arch Dermatol 1978;114:874-8718. 


Bullous Dermatosis vs Amyloidosis 


To the Editors.—I would like to speculate on the pathologic 
condition of the patient described by Vincendeau et al in 
the June ARCHIVES (1980;116:681-682) as having a bullous 
dermatosis, without determining the "exact ultrastructur- 
al localization of blistering." At the right side of Fig 2 in 
their article, the bulla seems to form intradermally below a 
normal epidermis and a normal basement membrane zone. 
Since myeloma is often associated with amyloidosis, stains 
for amyloid might have shown that the bulla is formed by 
cleavage through fragile dermal amyloid deposits. The 
immunofluorescence microscopy findings would probably 
be unrelated to or secondary to bulla formation. 

JOHN FREDRICK BLUHM III, MD 

Madison, Wis 


1. Bluhm JF III, Johnson SC, Norback DH: Bullous amyloidosis: Case 
report with ultrastructural studies. Arch Dermatol 1980;116:1164-1168. 


In Reply.—Myeloma is often associated with amyloidosis. 
In our patient, there were no clinical findings suggestive of 
amyloidosis. Results of a histologic examination of the skin 
did not show dermal amyloidosis, and specific stains for 
amyloid were negative. Therefore, the initial mechanism in 
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the formation of the bulla does not seem to be a cleavage 
through fragile dermal amyloid deposits. 

Concerning this patient, we would like to add that he was 
severely burned 12 years ago. Severely burned patients can 
elaborate antibodies against the cytoplasm of basal cells of 
the epidermis.' According to the two-hit theory of myeloma . 
formation, this tumor could be linked to the neoplastic’ 
proliferation of the plasma cell line producing that anti- 
body.? This hypothesis is only speculative and does not 
contribute any information concerning the pathogenic role 
of this antibody for the dermatosis. 

PHILIPPE VINCENDEAU, MD 
` ALAIN CLAUDY, MD 

Marc GENIAUX, MD 

LUCIEN TEXIER, MD 

Bordeaux, France 


l. Thivolet J, Beyvin AJ: Recherche par immunofluorescence d'auto- 
anticorps sériques vis-à-vis des constituants de l'épiderme chez les brûlés. 
Experientia 1968;24:945-946. 

2. Seligmann M, Brouet JC: Antibody activity of human myeloma 
globulins. Semin Hematol 1973;10:163-177. 


Acne Grading Methods 


To the Editor.-In the May ARCHIVES (1980;116:517-518), 
Witkowski et al unduly criticized the article by Cook et 
al.' 

Lesion counting is a cumbersome, time-consuming, 
archaic method of measuring acne activity. Besides, data 
evaluation is difficult because most of the published clini- 
cal studies do not properly handle the statistics derived 
from lesion counting. For example, an investigator may 
count 50 papules on one visit and on the next visit may 
count 40 papules. The acne is somewhat improved. Should 
the change be expressed as a 20% reduction in activity or 
should it simply be stated as a reduction in the lesion count 
of ten? Another patient has ten papules and on the next 
visit has only five papules. Does this represent a 50% 
reduction in activity or simply a reduction in the lesion 
count of five? How the investigator handles these numbers 
obviously will greatly influence the statistical evaluation. 
In addition, all changes in lesion counting are meaningless 
if overall improvement in acne activity remains 
unchanged. 

For the last four years, I have concurrently used both 
methods of evaluation in clinical acne studies and have 
observed a close correlation between direct lesion counting 
and documentation by photography with subsequent over- 
all assessment of inflamed lesion counts obtained from the 
photographs. The lesion counts of experienced investiga- 
tors differed by as much as 20%. Only a 5% difference was 
noted using the photographic method. 

Therefore, the photographic method of documenting 
aene therapy provides a more accurate evaluation of 
change. It has the added advantage of permanence. The 
slides can be reviewed at any time, but one cannot review a 
clinician’s evaluation of lesion counts. The photographic 
technique described by Cook et al has proved to correlate 
closely with lesion counting and should, in my opinion, 
replace acne lesion counting as the standard method of 
acne evaluation until a better method is developed. Old 
standards are hard to replace but, like old generals, they 
don’t die, they merely fade away. 

JOEL S. SAMUELSON, MD 
East Stroudsburg, Pa 


1. Cook CH, Centner RL, Michaels SE: An acne grading method using 
photographic standards. Arch Dermatol 1979;115:571-575. 
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DESCRIPTION: benzac* w WASH (benzoy! peroxide 
5%) is a topical preparation for use in the treatment 
of acne vulgaris. Benzoy! peroxide is an oxidizing 
agent which possesses antibacterial properties and 
is classified as a keratolytic. Benzoy! peroxide 
(C,,H,.0,) is represented by the following chemical 


structure: OC-DOC-0 


benzac* w WASH contains benzoyl peroxide 5% as 
the active ingredient in a vehicle consisting of 
sodium C14-16 olefin sulfonate, carbomer 940, and 
purified water. 

CLINICAL PHARMACOLOGY: The mechanism of 
action of benzoy! peroxide has not been determined 
but may be related to its antibacterial activity against 
Propionibacterium acnes and its ability to cause 
drying and peeling. Benzoyl peroxide reduces the 
concentration of free fatty acids in the sebum. Little 
is known about the percutaneous penetration, 
metabolism, and excretion of benzoyl peroxide, 
although it is likely that benzoic acid is a major 
metabolite. There is no evidence of systemic toxicity 
caused by benzoyl peroxide in humans. 
INDICATIONS AND USAGE: benzac? w WASH is 
indicated for the topical treatment of mild to 
moderate acne vulgaris. In severe, complicated acne, 
benzac* w WASH may be used as an adjunct to other 
therapeutic regimens. 

CONTRAINDICATIONS: benzac* w WASH is 
contraindicated in patients with a history of 
hypersensitivity to any of the components of the 
preparation. 

PRECAUTIONS: 

General: For external use only. If severe irritation 
develops, discontinue use and institute appropriate 
therapy. After the reaction clears, treatment may 
often be resumed with less frequent application. This 
preparation should not be used in or near the eyes or 
cn mucous membranes. 

Information for Patients: Avoid contact with eyes, 
lips and mucous membranes. If accidental contact 
occurs, rinse with water. May bleach hair and colored 
fabrics. If excessive irritation develops, discontinue 
use and consult your physician. 

Carcinogenesis, Mutagenesis, Impairment of 
Fertility: There is no evidence in the published 
literature that benzoyl peroxide is carcinogenic, 
mutagenic or that it impairs fertility. 

Pregnancy: Teratogenic Effects: Pregnancy 
Category C: Animal reproduction studies have not 
been conducted with benzoyl peroxide. It is also not 
known whether benzoyl peroxide can cause fetal 
harm when administered to a pregnant woman or can 
affect reproduction capacity. Benzoyl peroxide should 
be used by a pregnant woman only if clearly needed. 
There are no data available on the effect of benzoyl 
peroxide on the later growth, development and 
functional maturation of the unborn child. 

Nursing Mothers: It is not known whether this drug 
is excreted in human milk. Because many drugs are 
excreted in human milk, caution should be exercised 
when benzoyl peroxide is administered to a nursing 
woman. 

Pediatric Use: Safety and effectiveness in children 
have not been established. 

ADVERSE REACTIONS: Allergic contact dermatitis 
has been reported with topical benzoyl peroxide 
therapy. 

DOSAGE AND ADMINISTRATION: Wash with 
benzac* w WASH once or twice daily, avoiding 
contact with eyes and mucous membranes. Wet the 
area of application. Apply benzac* w WASH to the 
hands and wash the affected area. Rinse with water 
and dry. The degree of drying and peeling can be 
adjusted by modification of the dosage schedule. 
HOW SUPPLIED: benzac* w WASH 5% in 4 fl. oz. 
plastic bottle (NDC 0299-3670-04). Store at 
controlled room temperature (59°-86° F). 
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News and Notes 


Symposium.— The eighth annual der- 
matopathology symposium, entitled 
"Differential Diagnosis in Dermato- 
pathology, Part II," will be conducted 
Oct 15-16, 1981, at the New York Uni- 
versity School of Medicine. This sym- 
posium will focus on the difficult prob- 
lems in differential diagnosis in der- 
matopathology, none of which were 
addressed in the first symposium with 
the same theme five years ago. As in 
that previous symposium, numerous 
difficult problems in histologic diag- 
nosis will be featured in a seven- 
minute photographic presentation 
that will be followed by discussion for 
eight minutes in the form of dialogue 
between the audience and the faculty. 
Faculty participants will be Drs A. 
Bernard Ackerman, Michael Brodin, 
Geoffrey Gottlieb, Anna Ragaz, Arka- 
di Rywlin, James Troy, and Carlos 
Urmacher. Representative slides of 
histologic sections of each disease 
paired and contrasted will be available 
during the symposium for study by 
microscopy. 

On the two days after the sympo- 
sium, Dr Ackerman will teach a sepa- 
rate in-depth course entitled “Histo- 
logic Diagnosis of Inflammatory Skin 
Diseases: A Method by Pattern Analy- 
sis,’ with emphasis on new concepts 
and recently described diseases. For 
further information, write to A. Ber- 
nard Ackerman, MD, Dermatopatho- 
logy Section, 530 First Ave, New 
York, NY 10016; or call (212) 340- 
7250. 


Conference.—The Gordon Research 
Conference on epithelial differentia- 
tion and keratinization will be held 
from Aug 10-14, 1981, at the Tilton 
(NH) School. Joseph McGuire, MD, is 
chairperson and William Epstein, MD, 
is vice-chairperson. 

Following are the dates, discus- 
sants, and topics of the conference: 

Aug 10.—(Lloyd King, discussion 
leader)—Lloyd King, “EGF-modulated 
protein kinase”; Per Peterson, “epi- 
dermal retinoid receptors and their 
alteration in disease"; I. A. King, "al- 
teration of cell surface carbohydrate 
by retinoids"; and Cynthia Marcello, 
"modulation of epithelial differentia- 
tion by retinoids and cyclic nucleo- 
tides.” 

Aug 11.—(Stuart Yuspa, discussion 
leader)—P. M. Blumberg, “phorbol 
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ester receptors"; Robert Rice, "P-450 
induction in keratinocytes by benz- 
pyrine and dioxin"; Alan Poland, "ker- 
atinization and TCDD receptors"; 
James Rheinwald, "aberrations in the 
differentiation of keratinocytes ex- 
pressed in culture by human squa- 
mous cell carcinoma”; Stuart Yuspa, 
"fundamental alternations in epider- 
mal differentiation associated with 
carcinogenesis”; Elaine Fuchs, “the 
expression of keratin genes in human 
epidermis: cDNA clones”; E. F. 


Woods, “amino acid sequence of kera- 


tins”; and Peter Gibbs, “epithelia ker- 
atin mRNA.” 

Aug 12.—(Peter Steinert, discussion 
leader)—David Parry, “keratin fila- 
ment biochemistry”; Peter Steinert, 
“intermediate filament structures”; 
Mary Gilmartin, “phosphorylation of 
epithelial keratins”; Henry Sun, “ex- 
pression of keratin antigens during 
differentiation”; and D. Skerrow, “the 
significance of relative abundance of 
keratins in scaling disorders.” (Gerald 
Lazarus, discussion leader)—Gerald 
Lazarus, “proteases in differentiation 
and disease”; Robert Lavkar, “hetero- 
geneity of epidermal basal cells”; and 
G. J. Gorbsky, “immunological locali- 
zation of desmosomal components.” 

Aug 13.—(A. Telzer, discussion lead- 
er)—Beverly Dale, “stratum corneum 
basic protein"; Kimie Fukiyama, 
“location of synthesis of nonfibrous 
protein in epidermis"; A. Telzer, "im- 
munochemical localization of low- 
molecular-weight keratin in lingual 
epithelium”; Fiona Watt, “envelope 
formation differentiating keratino- 
cytes”; Joseph Kubilis, “envelope pre- 
cursor protein"; Hideoki Ogawa, "the 
nature of keratin polypeptides in ich- 
thyosis”; Peter Elias, “cell surface 
carbohydrate and glycosidases in epi- 
dermis: Theories of adhesion”; I. 
Anton-Lamprecht, “ultrastructure in 
ichthyosis”; and Ronald Marks, “char- 
acterization of physical properties of 
stratum corneum in scaling disor- 
ders." 

Aug 14.—(Kurt Stenn, discussion 
leader)—Kurt Stenn, "epibolin"; Vic- 
tor Terranova, "role of laminin cell in 
attachment"; John Stanley, "epider- 
mal migration and the formation of 
basement membrane"; Takae Hirone, 
"formation of basal lamina in tissue 
culture"; and Philippe Sengel, "role of 
the dermis in the differentiation of 
embryonic epidermis in amniotes.” 

For further information, contact 
Alexander M. Cruickshank, PhD, Gor- 
don Research Conference Office, Pas- 
tore Chemical Laboratory, University 
of Rhode Island, Kingston, RI 02881; 
or call (401) 783-4011. 


News and Notes 


E K 


27A 


E 


cat 
T ee 


In steroid-responsive dermatoses 


A high-potency steroid... | 
enhanced steroid delivery... 
and a dosage dins 
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Before treatment: Chronic atopic dermatitis, 15-year- After —Q Fiorone Ointment "— once e daily 
old male with history of atopic eczema. without occlusion for 21 days. 
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Before treatment: Neurodermatitis, 35- year-old male. After treatment: Florone Cream applied b.i.d. for 14 





Lesions were moist, with some excoriations. days. 


© 1980 The Upjohn Company * 


Demonstrated efficacy in steroid-responsive dermatoses at several dosage levels 


(Results of 3-week clinical studies) 
Total no. 
evaluable 
Dermatosis Form 


Eczematous 
dermatoses | 


Atopic and 
neurodermatitis 


Psoriasis 9 Ointment 2 + 


Ointment 
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Cream 


Psoriasis Cream 


Optimized vehicles 
enhance penetration 
to the lesion 


The vehicles of both Florone Ointment 
and Florone Cream provide saturated 
solutions of Florone* Both formulations 
are thus optimized to enhance release 
of Florone from the vehicle to the skin, 
and to enhance the rate of penetration 
and diffusion of Florone (diflorasone 
diacetate) to the lesion. 


51%-100% 1%-50% No 


Systemic absorption is normally not a 
clinical problem with Florone (diflorasone 
diacetate), but if extensive areas are to 
be treated, appropriate precautions 
should be taken. 


Three convenient sizes 


Florone Ointment and Florone Cream 
are available in 15 gram, 30 gram, and 
economical 60 gram tubes. 


*The clinical significance of topical steroid formula- 


tions in saturated solutions has not been ascertained. 


Before prescribing, please see full prescribing information, a brief summary of which follows: 


Contraindications 
* Contraindicated in vaccinia, varicella, and those patients with hyper- 
sensitivity to any of the components. Not for ophthalmic use. 


Precautions 

If irritation develops, discontinue and treat appropriately. If infection is 
present, use with appropriate therapy or withhold steroid until infec- 
tion is controlled. If extensive areas are treated, take precautions 

. against systemic absorption. Do not use extensively, in large amounts, 
or for prolonged periods on pregnant women. 


Occlusive dressing increases percutaneous absorption; extensive use 
may cause systemic effects. If large areas are treated, use sequentially 
and observe patient closely. May cause steroid withdrawal. Discontinue 
» if body temperature rises, sensitivity reaction or infection develops. 
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Adverse Reactions 

Burning, itching, irritation, striae, skin atrophy, secondary infection, 
dryness, folliculitis, hypertrichosis, acneform eruptions, and hypopig- 
mentation. With occlusive dressings: maceration of the skin, second- 
ary infection, skin atrophy, striae, and miliaria. 

How Supplied: 

Ointment or Cream in 15, 30, and 60 gm tubes. 

Caution: 

Federal law prohibits dispensing without prescription. MED B-1-S 


LOTO TM The Upjohn Company : 
Kalamazoo, Michigan 49001 





Moisture Conservation for the Skin 


Cacti make the desert bloom with _ is lipid free. There are no oils; no moderate to severe hyperkeratosis, 

beauty. . . by conserving water. lanolin, no oily film, no oily or on thick, rough locations 
Carmol 10 Urea Lotion feel. And Carmol also contains where the extra penetration of 

and Carmol 20 Urea Cream use none of the common potentially 20% urea is indicated.* 


the same principle to help dry irritating preservatives. 
skin to bloom again. Help your patients with CARMOL IQ 


The urea in the Carmol hyperkeratosis. dry skin to 10% Urea Lotion 
formulas mobilizes the bodys conserve their natural skin 


own moisture to foster moist, moisture ; recommend ! CARMQOL O 
Carmol. Carmol 10 for 2 


supple skin. It draws moisture 

to the stratum corneum and dry skin anywhere ! = 20% Urea Cream 

conserves it there. Yet, unlike on the body.* — r 
(S SYNTEX 


occlusive moisturizers, Carmol Carmol 20 for - 3 


f SYNTEX LABORATORIES, INC. 
= INGRAM DIVISION 
PALO ALTO, CALIFORNIA 94304 
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When the profile suggests neomycin sensitivity, 


POLYS PORIN Ointmen 
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; (polymyxin B-bacitracin) 






...is uncommon 
for common 


e Polysporin* Ointment 
rarely induces sensitization 
and may be used routinely 


Ð Highly effective in 
vitro* against common 
dermatologic pathogens 


Y Polymyxin B is active 
against susceptible 
gram-negative bacteria 
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Bacitracin is active 
against susceptible 
gram-positive organisms 


“In vitro data do not necessarily correlate with in vivo results. 


UNCOMMONLY GOOD IN YOUR 


Polysporin* Ointment (Polymyxin B-Bacitracin ) 

DESCRIPTION: Each gram contains: Aerosporin® (Polymyxin B Sulfate) 
10,000 units, bacitracin zinc 500 units, special white petrolatum qs. 
ACTIONS: Polymyxin B is one of a group of closely related substances pro- 
duced by various strains of Bacillus polymyxa. Its activity is sharply restricted 
to gram-negative bacteria, including many strains of Pseudomonas 
aeruginosa. 

Bacitracin, an antibiotic substance derived from cultures of Bacillus subtilis 
(Tracy ), exerts antibacterial action in vitro against a variety of gram-positive 
and a few gram-negative organisms. 

INDICATIONS: 7; berapeutically (as an adjunct to systemic therapy when indi- 
cated), for topical infections, primary or secondary, due to sus- 
ceptible organisms, as in: * infected burns, skin grafts, surgi- 

cal incisions, otitis externa * primary pyodermas (impetigo, aval 
ecthyma, sycosis vulgaris, paronychia) * secondarily infect- Wellcome 
ed dermatoses (eczema, herpes, and seborrheic dermatitis) 
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Burroughs Wellcome Co. 
Research Triangle Park 
North Carolina 27709 


good treatment 
in problems 


For therapeutic 

treatment of topical 
infections due to 
susceptible organisms, and 
prophylactic treatment to 
help prevent bacterial 
contamination in minor skin 
lesions ( please see 
INDICATIONS section in 
the brief summary below) 


£3 


No Rx needed—you 
can recommend it 


* traumatic lesions; 
Propbylactically, ' 
tion in burns, skin grafts, 
minor cuts and wounds a 
velopment of infection and per it w 
CONTRAINDICATIONS: This pro 
who have shown hypersensiti i MR 
PRECAUTIONS: As with other antibic 
result in overgrowth of nonsusceptib| 
ate measures should be takerfif this occurs. 
DOSAGE AND ADMINISTRATION: Apply a small quantity to the affected 
arca 2 to 5 times daily, depending on the severity of the 
condition. May be left exposed or covered with a dressing, 
as indicated. 
HOW SUPPLIED: Convenient, disposable, single-use foil 
packet of 1/32 oz (approx. ), box of 144; tubes of 1/2 and 1 oz. . 
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A safe, 
economical method 
of permanent 
hair removal— 
from face, legs, body 


To save valuable office time, 
you can confidently 
recommend Perma Tweez to 
your patients for their 


home use. 


° Battery-operated instrument self- 
sterilizes when current flows. 


* Original patented self-correcting 
needle. 

* No-puncture safety feature helps 
prevent infection. 


* Proved clinically safe 
(report on request). 


PERMA TWEEZ & ATTACHMENT $22.95 
[] Check Enclosed [] Invoice after 30 days 
30 DAY UNCONDITIONAL MONEY BACK GUARANTEE 


GENERAL MEDICAL CO., Dept. D-133 
1935 Armacost Ave., West Los Angeles, CA 90025 





DERMATOLOGY UNIT 
UNIVERSITY OF ROCHESTER 
STRONG MEMORIAL HOSPITAL 


A major academic Dermatology Unit is being estab- 
lished; beginning July 1, 1981, full-time positions are 
available for: Dermatopathologist to start dermatopa- 
thology service and their own research program. 
Clinical Dermatologist to start program, hospital based 
academic practice and clinical research program and 
teach in residency program. Research Dermatologist 
with major interests and training in laboratory based 
research. Academic ranks and compensation commen- 
surate with previous experience. Address inquiries and 
curriculum vitae to: Lowell A. Goldsmith, M.D., James 
Sterner Professor of Dermatology, Department of 
Medicine, University of Rochester School of Medicine 
and Dentistry, 601 Elmwood Avenue, Rochester, NY 
14642. The University of Rochester School of Medicine 
and Dentistry is an Equal Opportunity and Affirmative 
Action Employer. 








EURAX 


crotamtton — 
Creamandloton — 
Antipruritic, Scabicide 


Description: Eurax provides 1095 of the synthetic 
N-ethyl-o-crotonotoluide, in a vanishing-cream or 
emollient-lotion base containing: glyceryl mono- 
stearate, lanolin, PEG 6-32, glycerin, polysorbate 80, 
methylparaben, propylparaben, perfume, and 
oxyquinoline sulfate. In addition, the cream con- 
tains liquid petrolatum and white wax; the lotion, 
liquid petrolatum and carboxymethylcellulose. 


Actions: Eurax has scabicidal and antipruritic 
actions. The mechanisms of these actions are 
not known. 


Indications: For eradication of scabies (Sarcoptes 
scabiei) and for symptomatic treatment of pruritic 
skin. 


Contraindications: Eurax should not be adminis- 
tered to patients who are allergic to it or who 
manifest a primary irritation response. 


Warnings and Precautions: Eurax should not be 
applied to acutely inflamed skin, raw, weeping 
surfaces, or in the eyes or mouth. Its use should 
be deferred until acute inflammation has subsided. 


If severe irritation or sensitization develops, treat- 
ment with this product should be discontinued and 
appropriate therapy instituted. 


Adverse Reactions: Allergic sensitivity or primary 
irritation reactions may occur in some patients. 


Dosage and Administration: /n Scabies: Thoroughly 
massage into the skin of the whole body from the 
chin down, paying particular attention to all folds 
and creases. A second application is advisable 

24 hours later. Clothing and bed linen should be 
changed the next morning. A cleansing bath should 
be taken 48 hours after the last application. 


In Pruritus: Massage gently into affected areas 
until medication is completely absorbed. Repeat 
as needed. 


How Supplied: Cream: 60-g tubes; Lotion: 2-oz 
(60 ml) bottles. 





Dual-action EURAX® (crotamiton) 
LOTION...a preferred alternative 


Also available in cream formula for 
greater prescribing versatility. 


LUIESTUIOOD® 


PHARMACEUTICALS INC.. 
Buffalo, New York 14213 


©1981 W.P. Inc. / 


A more specific dual-action profile 


Scabicidal & antipruritic, specific 
dual action for scabies. . . effec- 
tively eradicates scabies mites 
and eliminates the need for addi- 
tional antipruritic agents. 





DUAL-ACTION 


EURAX 


crotamiton) lotion 
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e Scabies-Specific Lotion 


Specifically indicated for scabies; 
useful in patients of all ages... for 
effective, simultaneous treatment 
of the entire family, including 
infants. 


Eurax 
crotamiton 





Lotion 








Uniquely pleasant lotion, formu- 
lated for maximum patient 
acceptance. 


For specific 
dual action for 
the entire family. 


UIESTLUOOD? 


PHARMACEUTICALS INC. 
Buffalo, New York 14213 


SLaticitt «o5, topical solution 
Aggressively Inhibits P acnes: 


When two in vitro studies compared the inhibitory action of several antibiotics 
against P. acnes, the erythromycin action of Staticin showed Minimum Inhibitory 
Concentrations of less than or equal to 0.25 mcg/ml in 8 of 9 isolates of P acnes.T 
Clindamycin phosphate showed MIC's of 0.25 to 8.0 mcg/ml in 8 of 9 isolates.T 


TOne isolate exhibited resistance to both erythromycin and clindamycin phosphate. 
With Erythromycin Action 

m a = x 
..Dlearly as active as Clindamycin Phosphate: 


*Note: /n vitro activity does not necessarily imply in vivo efficacy. 





Staticin...clinical efficacy with well-established safety 


In a recently completed 12-week study, 25 Staticin-treated patients 


“showed: 


‘PRECAUTIONS — For external use only. Keep away from 


r 


` I. 9475 reduction in P acnes counts 
B /1% and 60% mean reductions in pustules and papules 


E excellent or good global response in 76% of the Staticin- 
treated group after 12 weeks 


No diarrhea or irreversible adverse reactions have been reported 
in any of the controlled double-blind trials conducted with Staticin. 
For a summary of adverse reactions that have occurred, please see 
brief summary of prescribing information. 


New consistency in topical antibiotic therapy 
for acne vulgaris... 


E Non-aqueous, desquamating vehicle stabilizes antibiotic action 


E Simple, direct application; no applicator top to clog or retain 
foreign matter 


il Remains stable for two years 


at Only 61% of the price of Clindamycin Phosphate 
topical solution. 


"Wholesale direct price (Source: 1980 Redbook updates from Drug Topics). 





Staticin® 

(erythromycin) 

1.5% Topical Solution 

DESCRIPTION—Contains 15 mg/ml erythromycin base The use of antibiotic agents may be associated with the 

in a clear solution vehicle of 55% alcohol, propylene overgrowth of antibiotic-resistant organisms. If this 

glycol, laureth-4 and fragrance. occurs, discontinue use and take appropriate measures. 

CONTRAINDICATIONS — Hypersensitivity to erythro- ADVERSE REACTIONS— Erythema, desquamation, 

mycin or any of the other listed ingredients. tenderness, dryness, pruritus and oiliness are among the 
ca ; reactions reported in the majority of patients. One 

ilie cu cd In pregnancy or lactation has not generalized urticarial reaction, possibly drug-related, 


was reported. 


eyes, nose, mouth and other mucous membranes. Due to ie ia OO gu LN solution, 60 ml amber glass 
possible cumulative irritancy, caution is urged for con- ; 


comitant topical acne therapy, especially when using U.S. Pat. 4,000,263 
desquamating or abrasive agents. 


WESTWOOD” 


PHARMACEUTICALS INC. 
Buffalo, New York 14213 
ace: Y i5 In Canada, Belleville, Ontario K8N5E9 
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EFUDEX 





fluorouracil Roche 


SURGERY 


WHICH TREATMENT MODALIT Y 
FOR SOLAR KERATOTIC LESIONS? 
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~ THE CASE FOR SURGERY | THE CASE FOR EFUDEX’ 


When solar keratotic lesions are easily 


^ 


accessible, isolated and limited in number, 
surgery may be an áppropriate treatment 


method. 


Depending upon the surgical procedure 
employed, the healing period may be shorter 
than with topical chemotherapy. 

May be used when topical treatment is 
contraindicated. 

High success rate. 


(fluorouracil/Roche) 


Effective treatment for multiple solar 
keratotic lesions in widespread areas and 


difficult treatment sites. 


Selectively destroys lesions with minimal 
effect on normal adjacent skin.' 

Seeks out and uncovers clinically 
undetectable lesions in surrounding skin." 


Scarring is minimal or absent; softness, 


normal texture and color of skin are usually 


restored.? 

Less expensive than surgery; therefore 
Efudex therapy is an economical as well as an 
acceptable alternative for patients with solar 
keratotic lesions. 


When making your decision, consider the advantages of Efudex" 


(fluorouracil/Roche) 


e Uncovers and eradicates subclinical lesions 


as well as those clinically evident 


e Leaves little or no scarring 
e Cosmetically gratifying 


e Effective and efficient for multiple lesions and 
difficult treatment sites unsuitable for surgery 
* Complete healing in one to two months after therapy 


* More economical than surgery 


REFERENCES: 1. Cullen SI: J Am Geriatr Soc 27:529-535, Dec 1979 
2. Data on file, Medical Department, Hoffmann-La Roche Inc.. Nutley, New Jersey 07110 





Before prescribing, please consult complete product information, 
a summary of which follows: 

Indications: Multiple actinic or solar keratoses. In 5% strength, sup 
basal cell carcinoma when conventional methods are impractical. such as 
with multiple lesions or difficult treatment sites. Establish diagnosis before 
treating, as this method has not been proven effective in other types of basal 
cell carcinomas. Conventional techniques preferred for isolated. easi ly 
accessible lesions, as success rate is nearly 10096. Success rate with 
Efudex is about 9396 

Contraindications: Patients with known hypersensitivity to any of its 
components 

Warnings: lf occlusive dressing is used. may increase inflammatory 
reactions in adjacent normal skin, Avoid prolonged exposure to ultraviolet 
rays. Safe use in pregnancy not established 


erficial 


Twice daily for 2 to 4 weeks 
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ə 590 Cream 
2% &» 596 
Solutions 





f luorouracil/ Roche 


,EFFECTIVE TOPICAL THERAPY FOR SOLAR KERATOTIC LESIONS 


\ 


da. 


Precautions: !f applied with fingers, wash hands immediately Apply with 
Care near eyes, nose and mouth. Solar keratoses failing to respond should 
be biopsied. Warn patients that treated area may be unsightly during 
therapy and sometimes for several weeks after Perform follow-up biopsies in 
superficial basal cell carcinoma 

Adverse Reactions: Loca! pain. pruritus, hyperpigmentation and burning 
at application site most frequent. also dermatitis. scarring. soreness 
tenderness, suppuration, scaling and swelling Also reported—insomnia 
stomatitis. irritability. medicinal taste. photosensitivity, lacrimation 
telangiectasia, leukocytosis, thrombocytopenia. toxic granulation and 
eosinophilia 

Dosage and Administration: When Efudex is applied erythema occurs 
then vesiculation, erosion, ulceration. necrosis. epithelization. Actinic or 
solar keratosis —apply sufficient quantity to cover lesions. twice daily Usual 
length of therapy is 2 to 4 weeks. Superficial basal cell carcinomas — app 
sufficient quantity (only 5% strength recommended) to cover lesions 
twice daily. Continue treatment for at least 3 to 6 weeks, but possibly as long 
as 10 to 12 

How Supplied: Solution, 10-ml drop dispensers cont aining 296 or 596 
fluorouracil on a weight/weight basis. Cream. 25-Gm tubes containing 5% 
fluorouracil in a vanishing cream base 


ROCHE LAB( JR ATORIES 
Division of Hoffmann-La Roche Inc 
A , Nutley, New Jersey 07110 
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In the treatment of impetigo- 


* 10096 cure rate with 
Tegopen coaciin sodum) 


e only a 60% cure rate with penicillin V-K 






As seen on 
admission 


Brief Summary of Prescribing Information 


TEGOPEN® 
(cloxacillin sodium) 
Capsules and Oral Solution 


For complete information, consult Official Package Circular. 


INDICATIONS: 
Although the principal indication for cloxacillin sodium is in the treatment of infections due to 
penicillinase-producing staphylococci, it may be used to initiate therapy in such patients in 
whom a staphylococcal infection is suspected. (See Important Note below.) 
Bacteriologic studies to determine the causative organisms and their sensitivity to cloxacillin 
sodium should be performed. 


(12) 9/11/75 


IMPORTANT NOTE 

When it is judged necessary that treatment be initiated before definitive culture and sensitivity 
results are known, the choice of cloxacillin sodium should take into consideration the fact that it 
has been shown to be effective only in the treatment of fhfections caused by pneumococci, 
Group A beta-hemolytic streptococci, and penicillin G-resistant and penicillin G-sensitive 
staphylococci. If the bacteriology report later indicates the infection is due to an organism other 
than a penicillin G-resistant staphylococcus sensitive to cloxacillin sodium, the physician is 
advised to continue therapy with a drug other than cloxacillin sodium or any other penicillinase- 
resistant semi-synthetic penicillin. 


After one week 
of penicillin V-K 
therapy 


Treatment failure was judged to have occurred when lesions increased in size and/or number during 
the initial week of treatment with penicillin V-K. No treatment failures occurred with Tegopen. 


*Data on file, Bristol Laboratories. 








Two weeks after 
initiation of 
TEGOPEN therapy 


Recent studies have reported that the percentage of staphylococcal isolates resistant to 
penicillin G outside the hospital is increasing, approximating the high percentage of resistant 
staphylococcal isolates found in the hospital. For this reason, it is recommended that a 
penicillinase-resistant penicillin be used as initial therapy for any suspected staphylococcal 
infection until culture and sensitivity results are known. 

Cloxacillin sodium is a compound that acts through a mechanism similar to that of methicillin 
against penicillin G-resistant staphylococci. Strains of staphylococci resistant to methicillin 
have existed in nature and it is known that the number of these strains reported has been 
increasing. Such strains of staphylococci have been capable of producing serious disease, in 
some instances resulting in fatality. Because of this, there is concern that widespread use of the 
penicillinase-resistant penicillins may result in the appearance of an increasing number of 
staphylococcal strains which are resistant to these penicillins. 

Methicillin-resistant strains are almost always resistant to all other penicillinase-resistant 
penicillins (cross-resistance with cephalosporin derivatives also occurs frequently). 
Resistance to any penicillinase-resistant penicillin should be interpreted as evidence of cljnical 
resistance to all, in spite of the fact that minor variations in in vitro sensitivity may be 
encountered when more than one penicillinase-resistant penicillin is tested against the same 
strain of staphylococcus. 


CONTRAINDICATIONS: 
A history of a previous hypersensitivity reaction to any of the penicillins is a contraindication. 
» 
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Staphylococcus aureus 
Returned to clinic at one week 
Treatment failure at one week 


Staphylococcus aureus and 

Streptococcus pyogenes 
Returned to clinic at one week 
Treatment failure at one week 


No initial bacterial growth 
All 14 healed, regardless of which 
antibiotic was administered. 


TOTALS: 


"e 


Em EM 


tEleven patients did not return for their one-week checkup. 
These were all called by telephone, and their families reported 


STUDY: 
DESCRIPTION/PROTOCOL 


102 nonselected subjects, with initial bacteri- 
ology as follows: 7795 Staphylococcus aureus, 
976 mixed Staphylococcus aureus and Strep- 
tococcus pyogenes, and 1% beta-hemolytic 
Streptococcus. i 


e All patients were given randomized therapy— 
Tegopen capsules or oral solution, or penicillin 
V-K tablets or oral solution, in recommended 
dosages according to body weight. 


RESULTS OF ORAL THERAPY revealed a high 
percentage of treatment failures with penicillin V 
potassium, but no failures with Tegopen. 


(78 patients) 
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(9 patients) 4 5 
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(14 patients) 9 B 


Beta-hemolytic Streptococcus (1 patient) 
102 patients 









Given Tegopen® Given 
(cloxacillin sodium) penicillin V-K 
39 







381 
18 (47.4%) 
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the lesions had healed. One patient was dropped from the study, 
early, because of adverse reaction to medication. 


e All patients were evaluated after one week's 
therapy. If there was no improvement, therapy 
was switched to the other antibiotic. The 
“other antibiotic" proved to be Tegopen 100% 
of the time because no treatment failures had 
occurred with Tegopen. 


e A final assessment of progress was made two 
weeks after initiation of Tegopen therapy. 
fThe remainder, to equal 100%, consisted of 14 patients (13%) 


who exhibited no initial bacterial growth. These 14 were all 
healed, whether given Tegopen or penicillin V-K. 


TEGOPEN 


Cloxacilin sodium 


- effective 


for staph infections 


of the skin and skin structures 


SRS ARE aPC TEIES II PAN kan Ue SO, PA CAETERUM. 


WARNING: 

Serious and occasionally fatal hypersensitivity (anaphylactoid) reactions have been reported 
in patients on penicillin therapy. Although anaphylaxis is more frequent following parenteral 
therapy it has occurred in patients on oral penicillins. These reactions are more apt to occur in 
individuals with a history of sensitivity to multiple allergens. 

There have been well documented reports of individuals with a history of penicillin 

‘hypersensitivity reactions who have experienced severe hypersensitivity reactions when 

treated with a cephalosporin. Before therapy with a penicillin, careful inquiry should be made 
concerning previous hypersensitivity reactions to penicillins, cephalosporins, and other 
allergens. If an allergic reaction occurs, the drug should be discontinued and the patient treated 
with the usual agents, e.g., pressor amines, antihistamines, and corticosteroids. 

Safety for use in pregnancy has not been established. 

PRECAUTIONS: 

The possibility of the occurrence of superinfections with mycotic organisms or other pathogens 
should be kept in mind when using this compound, as with other antibiotics. If superinfection 
occurs during therapy, appropriate measures should be taken. 

As with any potent drug, periodic assessment of organ system function, including renal, 
hepatic, and hematopoietic, should be made during long-term therapy. 

ADVERSE REACTIONS: 

Gastrointestinal disturbances, such as nausea, epigastric discomfort, flatulence, and loose 


\ 


stools, have been noted by some patients. Mildly elevated SGOT ievels (less than 100 units) have 
been reported in a few patients for whom pretherapeutic determinations were not made. Skin 
rashes and allergic symptoms, including wheezing and sneezing, have occasionally been 
encountered. Eosinophilia, with or without overt allergic manifestations, has been noted in 
some patients during therapy. 

USUAL DOSAGE: 


Adults: 250 mg. q.6h. 

Children: 50 mg./Kg./day in equally divided doses q.6h. Children weighing more than 20 Kg. 
should be given the adult dose. Administer on empty stomach for maximum absorption, 

N.B.: INFECTIONS CAUSED BY GROUP A BETA-HEMOLYTIC STREPTOCOCCI SHOULD BE 
TREATED FOR AT LEAST 10 DAYS TO HELP PREVENT THE OCCURRENCE OF ACUTE RHEUMATIC 
FEVER OR ACUTE GLOMERULONEPHRITIS. 


SUPPLIED: 
Capsules—250 mg. in bottles of 100. 500 mg. in bottles of 100. 
Oral Solution—125 mg./5 ml. in 0 ml. and 200 mi. bottles. 
Division of Bristol-Myers Company 


® 
BRISTOL Syracuse, New York 13201 


Copyright © 1981, Bristol Laboratories 


Bristol Laboratories 


This ‘common wart can be destroyed _ 
safely, simply, effectively. ..even at home. 
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Cross-section 
of common wart 


te 
Salicylic Acid, USP, 16.7%, and Lactic Acid, USP, 16.7% 
in Flexible Collodion, USP 


« an outstandingly successful 
treeiheht uu eos betas 


16.7%. in Flexible Collodion, USP 


the precise 16.7% concentrations of salicylic and lactic acid aeeai bengn epineial mors such as common war's. > 
that proved so effective, convenient and well tolerated during oq ae Mery rear Te PET tor at leant lira it 
six years of British wart studies.” eet tur drops of DUOFILM directly to the wart using the plastic 


applicator. Each drop should be permitted to dry before re-applica- 


NOW, two years after introduction here, Duofilm has been tion of the liquid. Care should be taken to see that DUOFILM is nofi 


applied to the surrounding skin. A Band-Aid* or similar bandage 





judged “outstandingly successful," “a conservative and Srpeatment should take Place once daily and continue as directec 
. ' T n3 ' tt Dy hysician 
effective initial treatment," capable of curing “as many Contraindications: Diabetics or patients with impaired blood ci 
. A , " . " ' " culation should not use o not use on moles, birthmarks 
patients within the same period as liquid nitrogen. " or unusual warts with hair growing from them 


Precautions: For external use only 


Duofilm: Use it in your own practice and prove to yourself — , DUCLLM stor ar naped when notin use. Store at controjec 


flame. Keep bottle tightly capped when not in use Store at controllec 


that a well-conceived wart medicine can be equal or superior — "oie on mucous membranes or in eyes, flush with water 





. . remove precipitated collodion, and flush with water for an additiona 
to cautery or caustics—yet safe enough for patients to use 15 minutes 
Suge 3 Keep this and all medication out of the reach of children 
] How Supplied: DUOFILM is available in V2 fl. oz. bottles with plastic 
at home. By prescription only. deos eria 
Caution: Federal law prohibits dispensing without a prescription 
References: 
1 Rees RB: Cutis 23:588, 1979. 2. Bunney, MH: Drugs 13 Ee 
e 1977. 3. Greenberg JH, Lewis CW: Dermatology 1:2 
For a complimentary 1978. 4. Arndt KA: Warts, in Manual of Dermatclogit Therapeutics 





Duofilm Treatment- table Unit 2nd ed. Boston. Little, Brown, 1978, p 213 
and additional product 
information, call our toll-free 


number: 1-800-327-3858. 


~ 

X STIEFEL Stiefel Labor&toges. Inc. ` 

Coral | é 

In Florida. call collect: 1-305-443-3807. Coral Gables, Fporida 3313 
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Lots of smart companies | synalar 
e hi i (fluocinolone Maui. 
B ha e high Synemol CREAM 0.025% 
pressure control 


(fluocinolone acetonide) 
acetonide) have the chemical name óa, 9a-difluoro- 
lóa-hydroxyprednisolone- 16, 17-acetonide 

a SYNALAR cream0.025% cream 0.0196 — The cream con- 
tains fluocinolone acetonide 0.25 mg./g. orO 1mg./g.in 


a water-washable aqueous base of stearic acid. 
propylene glycol. sorbitan mcnostearate and monoole- 
ate. polysorbate 60.:purified water and citric acid with 
methylparaben and propylparaben as preservatives 
SYNALAR ointment 0.025936 — The ointment contains fluo- 


cinolone acetonide 0.25 mg./g. in a white petrolatum 

U.S.P vehicle 

SYNALAR solution contains fluocinolone acetonide 04 
i mg./g. in a water-washable base of propylene glycol with 

Citric acid 

SYNALAR-HP (fluocinolone acetonide) cream 0.2% — 


The cream contains fluocinolone acetonide 2 mg in 
Burlington 9g 


a water-washable aqueous base of stearyl alcohol, 
cetyl alcohol. mineral oil, propylene glycol, sorbitan 
monostearate, polysorbate 60, purified water and cit- 








MASSACHUSETTS MUTUAL LIFE INSURANCE COMPANY b d ric acid with methylparaben and propylparaben as 
P " ici preservatives 
SPRINGFIEL MASSACHUSETTS IRGANIZET 1851) 
a4 SYNEMOL (fluocinolone acetonide) cream 0.025% — The 


cream contains fluocinolone acetonide 0.25 mg./g. in 
a water-washable aqueous emollient base of stearyl 
alcohol, cetyl alcohol. mineral oil propylene glycol, 
sorbitan monostearate, polysorbate 60. purified water 


ample Soup Company 


and citric acid 
ACTIONS Topical steroids are primarily effective be- 
cause of their anti-inflammaoatory, antipruritic and vaso- 
constrictor action 

INDICATIONS For relief of the inflammatory manifesta- 
tions of corticosteroid-responsive dermatoses 
CONTRAINDICATIONS Topical steroids are contraindi- 
cated in those patients with a history of hypersensitivity 
to any of the components of the preparation 


SYNALAR-HP* (fluocinolone acetonide) cream 0.2% 
should not be used on ir.ants up to two years of age 

Al i : PRECAUTIONS If irritation develops, the steroid should 
O (528/8000 CIS be discontinued and appropriate therapy instituted. In 

the presence of an infection the use of an appropriate 

antifungal or antibacterial agent should be instituted. If 

Q favorable response does not occur promptly, the cor- 


ticosteroid should be discontinued until the infection has 
been adequately controlled. If extensive areas are treated 


or if occlusive technique is used, there will be increased SyS- 

temic absorption of the corticosteroid and suitable precau- 

a Q Ours tions should be taken, particularly in children and infants. Al- 
* though topical steroids have not been reported to have an 


adverse effect on human pregnoncy, the safety of their use 
in pregnant women has not absclutely been established. In 





Uncontrolled high blood pressure isa major health problem. About 26 laboratory animals, increases in incidences of fetal abnor- 
331: 331: malities have been associated with exposure of gestating 
million workdays and billions of dollars are lost each year because of females to topical corticosteroids, in some cases at rather 
j ood low dosage levels. Therefore, drugs of this class should not 
high bl pressure. be used extensively on pregnant patients, in large amounts 
i : or for prolonged periods of time 
But high blood pressure can be easily detected and controlled. These products are not for ophthalmic use 
Proper treatment, every day, can prevent heart failure, kidnev disease. SYNALAR-HP cream should not be used for prolonged 
y ; E periods and the quantity per day should not exceed 2 g 
stroke and premature death caused by high blood pressure. of formulated material 
7 mp j s mall : i i ADVERSE REACTIONS The following local adverse reac- 
Many e) anies, large and 3 , have successful on-the-job high tions have been reported with topical corticosteroids 
ramis j manag Loo burning. itching. irritation. dryness, folliculitis, hypertri- 
blood pe AM prog for their employees and ement. : k chos oneri eruptions hypoplgmehicition perioral 
into it. You can save time and money. And protect your employees Serma, oque canit gamas, medeiione 
. q the skin, secondary infection. skin atrophy, striae 
health. To find out the whole story write: HA 
Ms. Judie LaRosa 


Worksetting Programs Coordinator 
National High Blood Pressure Education 
Program 


Bethesda, MD 20205 


High blood pressure. Treat it and live. Ss 


LL—A- ".— | syntex Laboratories, Inc. 


National High Blood Pressure Education Program [2T 'NTEAJ Palo Alto, California 94304 


National Heart. Lung, and Blood Institute 
U.S. Department of Health and Human Services 
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What you need for where you need it 


Synalar... Synemol...... 


(fl!uocinolone coloricol fluocinolone onore! 
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q g er 


Synalar’ Cream 0.01% Biz ut a 


Bm 
Synalar Cream 0.025% A E 
E 





Synalar-HP* Cream 0.2% 
Synalar Ointment 0.025% 
Synalar Solution 0.01% 


Synemol Cream 0.025% | 
po 
‘For the inflammatory manifestations of steroid-responsive Se 
=? 


dermatoses. Not for ophthalmic use. 


Please see preceding page for briet Syntex Laboratories, INC 


summary of prescribing information. [SYNTEX] Palo Alto, California 94304 





' Original Contributions 


Histiocytosis X 


Richard Fitzpatrick, MD; Marvin J. Rapaport, MD; Douglas G. Silva, MD, DDS 


€ A patient with histiocytosis X had nonhealing mouth lesions. 
Evaluation revealed diabetes insipidus and numerous bony 
lesions. Electron microscopy of the mouth lesions and lymph 
nodes did not indicate Langerhans cells, which have frequently 
been described as occurring in histiocytosis X. A survey of 59 
patients examined during a 20-year period at UCLA reported the 
presence of oral lesions in 42% of the cases and confirmed the 
occurrence of a wide range of clinical patterns and variations in 
the course of the disease. 

(Arch Dermatol 1981;117:253-257) 


osinophilic granuloma of bone, Hand-Schiiller-Chris- 
tian disease, and Letterer-Siwe disease have been 
grouped together under the name of histiocytosis X, based 
on histologic similarities and the possibility of transforma- 
tion of one disorder into another.'? The common denomi- 
nation of these three conditions is a proliferation of 
histiocytes. The cause of these disorders remains unknown 
and the prognosis unpredictable. Individual patients may 
have clinical features distinct enough for classification in 
one of the three traditional categories; however, transition- 
al cases are not uncommon and therefore the general term 
"histiocytosis X" is preferred. 

Eosinophilic granuloma*' was first described as a local- 
ized disease occurring as a solitary bone lesion. Subse- 
quently, it has become apparent that there may be isolated 
lesions with the same histologic characteristics in other 
locations. "Benign localized histiocytosis X" is the termi- 
nology currently used to describe such lesions. Although 
other lesions may ultimately develop, overall, the patients 
have a good prognosis. 

The term, "Hand-Schüller-Christian disease"'7-* (origi- 
nally referring to the classic triad of skull defects, exoph- 
thalmos, and diabetes insipidus) is currently more broadly 
used to include cases in which there are multiple skeletal 


Accepted for publication June 20, 1980. 
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lesions or in which more than one organ system is involved. 
It is now recognized as a chronic, slowly progressive form 
of histiocytosis X, persisting for as long as two to three 
decades, during which new lesions sporadically occur. The 
mortality has been reported as varying between 30% and 
1066. 

Letterer-Siwe disease'^'* is the prime example of acute 
disseminated histiocytosis X. It occurs primarily in chil- 
dren younger than 2 years and is characterized by diffuse 
and rapidly progressive systemic involvement, terminat- 
ing fatally in the vast majority of cases. However, the 
disease may become chronic, merging with Hand-Schüller- 
Christian disease. 

Cutaneous and oral manifestations are common in histio- 
cytosis X, so the dermatologist should be familiar with this 
rare disease. The purpose of this article is to present the 
collective experience of the UCLA Medical Center, illus- 
trating the variable clinical features of histiocytosis X, and 
to review the cutaneous and oral manifestations in partic- 
ular. À new case in which the patient had oral involvement 
is described. 


REPORT OF A CASE 


A 19-year-old woman was admitted to the UCLA Medical Center 
with a one-year history of chronic inflammation and ulceration of 
the right side of her lower gingiva and chronic vulvovaginal 
ulcerations. Over the preceding three months, the gingival ulcera- 
tions had worsened, with the development of cervical adenopathy 
on the right, loosening of the lower molars on the right, tenderness 
of the right side of the jaw, and spread of the oral soft-tissue 
lesions to the left side of the lower gingiva (Fig 1 through 3). 
Further symptoms included frequent headaches, chronic itching 
and drainage from the ear canals, amenorrhea, and discharge from 
the nipples. The patient had discontinued the use of birth control 
pills just before the onset of the latter two symptoms. In addition, 
she had noted severe polyuria and polydipsia for two years but had 
had a normal glucose tolerance test result. 

Physical examination indicated a healthy-appearing young 
woman in no acute distress. Abnormal findings included clear 
drainage from both external auditory canals with moderate 
inflammation of both canals; inflammation, superficial ulcerating, 
and granulomatous lesiens of and adjacent to the lower gingiva; 
looseness of the lower molars on the right; tenderness of the 
mandible on the right; enlarged anterior cervical and submental 
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Fig 1.—Ulcerated mouth lesions on gingiva. 


lymph nodes approximately 2 to 3 em in diameter; and small, 
ulcerative lesions with moderate erythema in the labial folds and 
paracervical vaginal mucosa. The remainder of the results of the 
physical examination was normal. 

The positive or abnormal laboratory findings were: hemoglobin, 
12.0 g/dL; serum iron, 43 ug/dL (normal, 50 to 150 ug/dL); total 
iron-binding capacity, 314 ug/dL (normal, 280 to 400 ug/dL); and 
urine specific gravity, 1.001. Panoramic views of the mandible 
showed multiple osteolytic defects. A cervical lymph node biopsy 
specimen's findings were consistent with the diagnosis of histio- 
cytosis X. The following laboratory procedures’ findings were 
either negative or normal: WBCs, with differential cells; serum 
calcium; phosphorus; glucose; BUN; creatinine; serum electrolyte; 
uric acid; cholesterol; serum protein; bilirubin; alkaline phospha- 
tase; lactic dehydrogenase; SGOT; stool for occult blood; urinalysis; 
quantitative immunoglobulin; protein electrophoresis; thyroid 
function; serum cortisol; follicle-stimulating hormone, luteinizing 
hormone, and prolactin; chest roentgenogram; ECG; bone series 
(including mastoid and sella turcica views); liver-spleen scan; 
abdominal ultrasound; visual fields; and bone marrow aspiration. 

Additional tests were performed to corroborate the diagnosis 
and functional abnormalities of affected organs. A water depriva- 
tion test demonstrated the patient’s inability to concentrate urine 
above the level of plasma osmolarity after seven hours of water 
deprivation. The final ratio of urine osmolarity (Uosm) to plasma 
osmolarity (Posm) was 0.40 mOsm/kg (extremely low), indicating 
impaired antidiuretic function (normal, 1.1 to 1.0 mOsm/kg). The 
vasopressin test demonstrated a substantial rise of Uosm (from 
125 to 475 mOsm/kg) after subcutaneous injection of 5 units of 
vasopressin tannate in oil (normal, 2:1). These results were consis- 
tent with the presence of complete diabetes insipidus. 

Several osteolytic lesions were noted in the dental roentgen- 
ograms. Microscopic examination of biopsy material from the 
mouth lesions showed a heavy infiltrate of histiocytes. Some of the 
histiocytes showed irregularly shaped nuclei and some had invaded 
the epidermis. Electron microscopic examination showed subepi- 
dermal edema and a cellular infiltrate containing numerous 
plasma cells and an admixture of histiocytes and lymphocytes. The 
deeper dermis was extensively infiltrated with a mixture of 
lymphocytes, histiocytes, and eosinophils. Occasional mast cells 
were present in the infiltrate. The histiocytes, a few of which were 
undergoing mitosis, contained numerous free polyribosomes and a 
sparse amount of endoplasmic reticulum. No Langerhan's-type 
granules were seen in these cells. 

Jiopsy specimens of the vaginal mucosa were not taken. 

A diagnosis of histiocytosis X was made based on the presence 
of typical mucosal lesions, the histologic findings of a heavy 
histiocytic infiltrate in the lesions, complete diabetes insipidus, 
and the bony abnormalities found on roentgenographic examina- 
tion. 

The patient was discharged on a regimen of 250-mg/day of 
chlorpropamide, 30 mg three times a day of prednisone, 2.5 units 
four times a day of vasopressin tannate iw oil, and 300 mg three 
times a day of ferrous sulfate. The patient was to receive radiation 
therapy to the infundibular area of the pituitary gland. 
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Fig 2.—Ulcerated mouth lesions on gingiva. 





Fig 3.—Ulcerated mouth lesions lateral to gingiva. 


PATIENTS AND METHODS 


A computer search for patients having a diagnosis of histiocy- 
tosis X was undertaken from the records of the Pathology 
Department at UCLA Hospital from 1955 to 1975. Ultimately, 59 
patients were found whose diagnosis had been confirmed histolog- 
ically, either by biopsy or autopsy. The clinical records and biopsy 
specimens were reviewed, and 21 patients were classified as 
having eosinophilic granuloma (benign localized histiocytosis X), 
19 as having Hand-Schiiller-Christian disease (chronic progressive 
histiocytosis X), and the remainder as having Letterer-Siwe 
disease (acute disseminated histiocytosis X). The age range was 
from 2 weeks to 65 years. The sex distribution was 35 male and 24 
female patients. 


RESULTS 


Twenty-one patients were found to have benign localized 
histiocytosis X, the majority having solitary bone lesions. 
The skull (five patients) and long bones (four patients) 
were the most common sites of involvement. Three 
patients each had pelvis and rib involvement, and two 
patients had involvement of the vertebrae. However, two 
patients had skin involvement alone, and one patient each 
was found to have involvement of the eye and the thyroid. 
Although the average age was 21.3 years, the range of ages 
extended from 3 weeks to 55 years. 

Those patients with multisystem involvement were clas- 
sified as having either chronic progressive or acute dissem- 
inated histiocytosis X (Table 1). In this group, the skin was 
the most common organ involved. Growth retardation and 
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diabetes insipidus were found more commonly in the group 
with chronic progressive histiocytosis X, while anemia, 
otitis, hepatomegaly, splenomegaly, and adenopathy were 
more common in the group with acute disseminated histio- 
eytosis X. Surprisingly, pulmonary involvement was very 
common in both groups, being present in 50% of the 
patients. There were no patients with the classic triad of 
findings for the chronic progressive disease form, and the 
only patient with exophthalmos had acute disseminated 
disease. 

The course and prognosis of these two groups differed 
notably, as did the age groups involved. The age of onset of 
symptoms was 24.3 years in the chronic progressive group, 
compared with 5.3 months in the acute disseminated group. 
However, one patient was seen in whom symptoms first 
developed at age 65. His disease rapidly disseminated and 
he died three months later. 

Follow-up data were available for only seven patients 
with acute disseminated disease, and all seven died after 
an average interval of nine months. There were 15 patients 
in the chronic disseminated group who were observed for 
an average of 8.4 years. Five of these patients died after an 
average disease interval of 6.6 years. The average age of 
onset was 24.3 years, but the average age at death was 44.1 
years. Average age at death of the acute disseminated 
group was 15 months. The older patients did poorly, with 
three patients older than 50 years acquiring chronic pro- 
gressive disease; all patients ultimately died of the disease. 
However, there were eight patients in the 0- to 10-year age 
groups. After an average follow-up interval of ten years, 
only one death had occurred. 

Cutaneous lesions were common in both groups of 
patients, being present in 76% (Table 2). Among those 
patients with skin lesions, a seborrhea-like papular scaling 
was extremely common, being seen in 93% of these 
patients. Petechiae or purpura and vesicles or bullae were 
more commonly seen in the acute disseminated group, 
while granulomatous ulcers and cutaneous nodules were 
more common in the chronic progressive group. Xanthoma- 
tous lesions and diffuse bronzing of the skin were uncom- 
mon. 

Oral lesions were also a common manifestation, being 
seen in 42% of the patients. In the chronic progressive 
group, the oral lesions were generally characterized by 
mandibular and/or maxillary bone lesions, with resultant 
loss of teeth, inflammatory necrosis and ulceration of the 
gingivae, and nonhealing of extraction sites. The oral 
manifestations in the acute disseminated group were 
similar to the cutaneous lesions with petechiae and pur- 
pura, vesicles, and necrosis of the palate and gingivae. Oral 
lesions were the presenting complaint in 13% of all 
patients, and 5% had only oral lesions at the time of 
presentation. 


COMMENT 
Cutaneous Manifestations 


Curtis and Cawley" first described the association of 
eosinophilic granuloma of bone with cutaneous lesions. In 
1950, Lever and Leeper'* reviewed the four cases then 
reported in the literature and added one of their own. They 
described three types of cutaneous lesions: (1) small yellow 
or brown, keratotic, scaling papules that, by coalescence, 
formed a diffuse eruption resembling seborrheic dermati- 
tis, (2) granulomatous eroded plaques, and (3) fluctuant 
masses. The association of cutaneous lesions with eosino- 
philic granuloma is a transitional form of histiocytosis X 
that generally remains limited and carries a benign prog- 
nosis. 


Arch Dermatol—Vol 117, May 1981 
A 


Table 1.—Multisystem Involvement of Histiocytosis X 


No. of Patients (%) 


namm 


With Acute With Chronic 
Disseminated Progressive 
Involvement Disease Disease 


Male 12 (63) 10 (53) 22 (57) 
16 (43) 
29 (76) 
26 (68) 
26 (68) 
22 (57) 
19 (50) 
19 (50) 
17 (44) 
16 (42) 


Female 7 (37) 9 (47) 
Skin 16 (84) 
Skeletal 


13 (68) 
10 (53) 16 (84) 
Hepatomegaly 19 (100) 7 (37) 
Adenopathy 14 (74) 8 (42) 
Pulmonary 9 (47) 10 (53) 
Splenomegaly 16 (84) 3 (63) 
Diabetes insipidus 5 (26) 12 (63) 
Oral 9 (47) 7 (37) 
Anemia 13 (68) 3 (16) 16 (42) 
Otitis 10 (53) 5 (26) 15 (39) 
Growth retardation 0 (0) 2 (11) 2 (5) 

Exophthalmos 1 (5) 0 (0) 1 (5) 

Triad 0 (0) 0 (0) 0 (0) 








Table 2.—Cutaneous Lesions of Histiocytosis X 










No. of Patients (96) 
TS, 










With Acute With Chronic 
Disseminated Progressive 
Lesions Disease Disease Total 
Total 19 19 38 
Skin 16 (100) 13 (100) 29 (100) 





Papular scaling 15 (94) 12 (92) 27 (93) 


Petechiae and purpura 11 (69) 1 (8) 12 (41) 


Granulomatous ulcers 4 (25) 6 (46) 10 (39) 
Vesicles and bullae 4 (25) 1 (8) 5 (17) 







Nodules 1 (6) 3 (23) 4 (14) 
Xanthomatous lesions 1 (6) 1 (6) 2 (7) 
Bronzing 2 (13) 0 (0) 2 (7) 








A specifie localized form of histiocytosis X, confined to 
the skin, has been described as well and may be considered 
the equivalent of eosinophilic granuloma of bone.'* Butler 
and Granetts*” reported the first case of eosinophilic 
histiocytosis X confined to the skin in 1953. Winkelmann'' 
summarized five cases reported in the literature as of 1968. 
At least two additional cases have been reported since 
then.**** All except one of these patients had widespread 
involvement of the skin with red or yellow, scaly, papular 
eruptions, sometimes with ulceration and crusting. This 
patient and the patient described by Kierland and asso- 
ciates*' had ulcerative lesions confined to the vulvar region. 
These two patients were both infants with diffuse cuta- 
neous involvement similar to the previous cases reported. 

Patients with Hand-Schiiller-Christian disease, accord- 
ing to Chester and Kugel, may have one or a combination 
of five types of cutaneous lesions: (1) bronze pigmentation, 
(2) papulopustular eruption, (3) purpura, (4) seborrhea-like 
lesions, and (5) lipid infiltration of the eyelids. Cutaneous 
eruptions described by other authors include keratosis 
follieularis,' intertrigo,* papular eruptions,” nodular 
eruptions,” and pustular eruptions.** Granulomatous ulcer- 
ations are not uncommon, particularly in the intertriginous 
areas of adults. The papular and scaling seborrheic lesions 
seem to be the most frequent cutaneous manifestation of 
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Hand-Schüller-Christian disease, and when such lesions are 
widespread, they have been referred to erroneously as 
xanthoma disseminatum.^" After reviewing the literature, 
Altman and Winkelmann" were able to find only one case 
acceptable as typical Hand-Schüller-Christian disease asso- 
ciated with typical xanthoma disseminatum. They also 
point out that xanthomatous lesions occur infrequently in 
Hand-Schiiller-Christian disease and are extremely rare in 
Letterer-Siwe disease and eosinophilic granuloma. 

Cutaneous involvement is very common in Letterer-Siwe 
disease, and the type of lesion present reflects the 
acuity of the process, with hemorrhage, necrosis, erosion, 
and crusting of the epidermis. The consistent tendency of 
petechiae and purpura to develop has been stressed as a 
cutaneous manifestation of Letterer-Siwe disease. Altman 
and Winkelmann? stated that the consecutive stages 
consist of infiltrated papules, vesicles, uleeration, hemor- 
rhage, crusting, and scarring. Purpura may be the only 
cutaneous lesion, and when this is the case, it is a poor 
prognostic sign, reflecting thrombocytopenia. 

Other cutaneous findings have included a follicular 
papular eruption, a poikilodermatous eruption, and a lichen 
planus-like eruption. 


Oral Manifestations 


The jaws and oral mucosa are rarely involved with 
lesions of eosinophilic granuloma.**** The oral manifesta- 
tions are nonspecific. There may be a tumor-like mass or an 
uleer of the oral mucosa covering alveolar bone. Mucosal 
lesions are rarely present without coexistent lesions of the 
mandible or maxilla. 

Oral lesions were found in 42% of our patients with acute 
or chronic histiocytosis X. As pointed out by Blevins et al,“ 
oral lesions are the initial signs or symptoms in an 
important percentage of cases and are the chief reasons for 
seeking dental or medical advice. The initial disease was 
limited to the jaw bones and oral mucosa in a few patients. 
Because of the peculiar anatomy of the structures involved, 
the presence of teeth, and the resident flora that predis- 
poses to secondary infection, the oral characteristics of the 
diseases present an entirely different clinical picture from 
that found in other sites (with the partial exception of the 
skin), although the pathologic process is the same. The oral 
manifestations include (1) swelling, necrosis, and ulcera- 
tion of the gingiva and palate, (2) purpuric and hemor- 
rhagic lesions, (3) tender, swollen localized areas of the 
mandible or maxilla, (4) loss of teeth, (5) nonhealing of an 
extraction site, and (6) foul breath.” The rare involve- 
ment of anterior deciduous teeth is usually associated with 
advanced disease." Almost invariably, the molar and pre- 
molar regions are the sites of initial involvement. Roent- 
genographie studies are important in diagnosis. 
Demonstration of the destruction of alveolar bone with 
displacement of normal teeth ("floating teeth") is almost 
pathognomonic of histiocytosis X.'** 

Unfortunately, the correct diagnosis of histiocytosis X is 
often delayed when oral symptoms are prominent because 
of misdiagnoses such as aphthous stomatitis, herpetic 
stomatitis, Vincent’s infection, juvenile periodontitis, and 
other chronic inflammatory conditions. The jaw lesions 
may be mistaken for cysts, osteomyelitis, and various 
malignant tumors. 


Systemic Manifestations 


The systemic manifestations of histiocytosis X are 
extremely variable from patient tq patient. Although 
virtually any organ may be infiltrated with proliferative 
histiocytosis, certain organs are involved more commonly 
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than others.** 

Skeletal lesions are by far the ost common, being 
present in 96% of patients.'* Diabetes insipidus, exophthal- 
mos, growth retardation, and the triad of diabetes insipid- 
us, exophthalmos, and cranial lesions are found preponder- 
antly in the chronic progressive group. Those patients with, 
acute disseminated disease more commonly had adenopa- 
thy, hepatomegaly, anemia, otitis, and pulmonary involve- 
ment. There have been numerous attempts to devise 
reliable prognostic indicators in this disease related to sites 
of systemic involvement. Oberman™ found that patients 
who had disease confined to the bone had little tendency to 
disseminate, whereas those who had visceral or soft-tissue 
lesions usually died after a rapid course. Patients with both 
skeletal and soft-tissue lesions at onset had a variable 
course. Numerous investigators have noted that onset of 
the disease earlier in life was associated with a poor 
prognosis. Seventy percent of the children younger than 6 
months of age at onset in the series of Lahey*' died, and 
50% of those with the onset before the age of 3 years died. 
Newton and Hamoudi* and Lahey” have reported that 
histologic appearances can differentiate the more benign 
types of illness from the more malignant, the former 
having mixtures of eosinophils and histiocytes and the 
latter having diffuse histiocyte infiltration. Lahey^* evalu- 
ated the prognostie value of liver, lung, or hematopoietic 
dysfunction and found that in patients without evidence of 
organ dysfunction, the histologic pattern is usually "be- 
nign," the response to therapy is good, and deaths are few. 
By contrast, patients exhibiting evidence of dysfunction of 
liver, lung, or hematopoietie systems usually have a "ma- 
lignant” histologic pattern, tend to respond poorly to 
therapy, and often die. 

The main forms of treatment are local surgery, radiation 
therapy, corticosteroids, and cytotoxic drugs. The percent- 
age of patients having detectable disability after histiocy- 
tosis X is high (54%). Lahey?' found that 37 of 59 patients 
with histiocytosis X had disability in the form of chronic 
active disease, small stature, diabetes insipidus, exophthal- 
mos, vertebral compression, or roentgenographie evidence 
of pulmonary fibrosis. 

In conclusion, we wish to emphasize that histiocytosis X 
comprises an extremely variable spectrum of disease from 
benign localized to lethal disseminated forms. Cutaneous 
and oral lesions are prominent features of the disease 
process, but are frequently diffieult to recognize as such 
because they may be benign and mundane in appearance, 
suggesting seborrheic dermatitis, eczema, intertrigo, der- 
matophytosis, aphthous stomatitis, herpes stomatitis, Vin- 
cent’s infection, or chronic otitis externa. When such 
conditions do not respond to appropriate therapy, histiocy- 
tosis X must be considered in the differential diagnosis. 
Most dermatologists are familiar with the cutaneous man- 
ifestations, but the oral findings have not been emphasized 
adequately, as they should be since they may be the first or 
only sign of the disease. 

Careful assessment of all body systems is needed to 
evaluate the degree of dissemination and to assess progno- 
sis. It is not possible to examine the patient accurately at 
one time only, as careful follow-up examinations may be 
required for years to detect the development of any new 
lesions. 
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Photosensitization 


by Coumarin Derivatives 


Structure-Activity Relationships 


Kays H. Kaidbey, MD, Albert M. Kligman, MD, PhD 


è Coumarin and several of its derivatives were investigated for 
their photosensitizing properties. With a few exceptions, the 
coumarins are potentially strong photocontact sensitizers but do 
not evoke phototoxic reactions. Substitution at the 6 or 7 
positions of the benzopyrone ring confers photoallergenic capa- 
bility, whereas hydrogenation abolishes activity. Photo-cross- 
reactions among closely related derivatives can develop. The 
action spectrum for contact photodermatitis extends from 360 
nm down to at least 300 nm. Data are presented to show that the 
photocontact allergic response is related to the ultraviolet A 
dose and to the concentration of the offending chemical. 

(Arch Dermatol 1981;117:258-263) 


he halogenated phenolic germicides were the out- 

standing photosensitizers of the 1960s and early 1970s, 
affecting thousands of people throughout the world." 
Much of our knowledge of photocontact allergy is based on 
this class of chemicals. Since the removal of these sub- 
stances from the market, a number of other photoallergens 
have been identified. For example, we recently showed 
that 6-methyleoumarin (6-methyl-1,2-benzopyrone), a syn- 
thetic fragrance in many toiletries, was a potent photocon- 
tact sensitizer.*® In this instance, the development of 
photosensitivity in certain persons using odoriferous sun- 
screens stimulated the work that finally incriminated 
6-methylcoumarin. 

The coumarins encompass a large class of synthetic as 
well as naturally occurring substances. Exposure to these 
agents is common. Coumarin itself is present in several 
plants and essential oils (eg, balsam of Peru) and has been 
in extensive use as a fragrance since the 1900s, being 
commonly incorporated into soaps, detergents, toiletries 
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eosmeties, sunscreens, and perfumes. Other coumarin 
derivatives, such as 5,7-dimethoxycoumarin (limettin), 
occur naturally in bergamot oil Several other coumarin 
derivatives have been synthesized for use as optical bleach- 
ers* and as fragrances. 

We have evaluated the photosensitizing potential of a 
number of commercial coumarins. Structure-activity rela- 
tionships in this class of photosensitizers have been ana- 


lyzed and the patterns of photo-cross-reactions eluci- 
dated. 


MATERIALS AND METHODS 


Healthy white volunteers of both sexes between the ages of 21 
and 30 years participated. The untanned middle of the back was 
used as the test site. 


Ultraviolet (UV) Light Sources 


The UV source was a 150-W, xenon-are solar simulator.'^ The 
minimal erythema dose (MED) was individually determined by 
administering a series of doses in which each dose was 25% greater 
than the previous one. The MED was recorded 24 hours later. 
Long-wave UV rays (UV-A, 320 to 400 nm) were obtained by 
filtering the radiation through a 2-mm Schott WG 345 filter (50% 
transmission at about 341 nm). 

For action spectrum studies, a special monochromator unit was 
constructed. The system is composed of two separate monochro- 
mators positioned at a 60? angle from each other so that wave- 
lengths from each can simultaneously irradiate a 1.92-sq em skin 
area. The output of each monochromator thus strikes the skin 
target area at 30?. By sliding the target port out of position, a 
thermopile can replace it to provide energy measurements. Both 
monochromators are of the single diffraction grating type, one 
illuminated by a 150-W xenon arc and the other by a 200-W, 
high-pressure mercury lamp. Wavelengths can be selected over the 
220- to 400-nm range. To reduce stray radiation from lower, highly 
erythemogenie wavelengths, a 1-mm Schott WG 320 filter was 
used with exposures to 320 nm, and a 1.5-mm Schott WG 345 filter 
was used for exposures to wavelengths greater than 320 nm. The 
bandwidth of the radiation was 5 nm. 

Intensity measurements at skin level were made with atbh 
thermopiles attached to a micromillivoltmeter. 
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Assessment of Photoallergenic Potential 


Photocontact allergy is a state of acquired altered reactivity to a 
chemical and UV light; it is immunologically mediated and, hence, 
can develop only after a certain period of exposure (induction). 
Responses are indistinguishable morphologically and histological- 
ly from ordinary contact allergy. The photocontaet allergenicity of 
a chemical can be assessed by a procedure termed "the photomax- 
imization test."*'' Briefly, test agents were applied at 5% concen- 
trations in hydrophilic ointment (HO) to 2.5-em squares of skin at 
a dose of 10 uL/sq em. The test sites were then covered by equal 
squares of nonabsorbing cotton cloth and sealed to the skin with 
occlusive tape. Twenty-four hours later, the sites were exposed to 
three MEDs from the solar simulator. After a rest period of 48 
hours, during which the sites were left uncovered, a similar 
oeclusive application was made to the same area for another 24 
hours, and the site was again exposed to three MEDs. This 
sequence was repeated for a total of six UV exposures, twice 
weekly, every Tuesday and Friday. The challenge test was made 
after a rest period of ten to 14 days. The test agent was applied 
occlusively to a fresh skin site at 1.0% concentration in HO and 
then irradiated with 4.0 joules/sq em of UV-A 24 hours later. 
Controls included an irradiated HO-treated site and a nonirra- 
diated drug-treated site. Reactions were assessed 48 and 72 hours 
later. The development of a spreading, intensely pruritic papulove- 
sicular reaction at the irradiated site pretreated with the test 
agent signified the development of photocontact allergy, since 
identical exposures before induction failed to elicit a visible 
reaction. Each compound was tested on a group of 25 subjects. 


Assay for Phototoxicity Potential 


Phototoxicity was assessed by a procedure described previously 
from this laboratory. Agents were tested at 5% concentration in 
HO at a topical dose of 5 uL/sq em. Each substance was applied 
under an occlusive dressing for six hours and then exposed to 20 
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Fig 1.—Chemical structure and photoal- 
lergenic potential of various coumarins. 


joules/sq em of UV-A from the xenon source. Responses were 
evaluated 24 and 48 hours later. Controls included irradiated 
vehicle-treated sites as well as unexposed sites treated with the 
drug. The minimum phototoxie dose (MPD) at six hours was also 
determined at three concentrations (5.0%, 1.0%, and 0.1%) in each 
of eight subjects. 


Action Spectrum 


Using the double monochromator system, the action spectrum 
was determined in two patients with photocontact allergy to 
6-methyleoumarin. Under an occlusive dressing, 5 uL/sq em of 
1.0% 6-methyleoumarin in 95% ethanol was applied to 1-em squares 
of skin over the back. Twenty-four hours later, the sites were 
exposed to increasing doses (25% increments) of UV light. The 
dose required to produce minimal uniform erythema 48 hours later 
was recorded for each wavelength. In addition, the MED at 300 nm 
was determined in the normal untreated skin of the middle of the 
back. 


Dose-Response Studies 


An attempt was made to determine the dose of UV-A required 
to elicit a photocontact allergic reaction at various drug concentra- 
tions in seven subjeets photosensitized to 7-methoxycoumarin. 
Tenfold dilutions in 95% ethanol were prepared, beginning with 
1.0%. Under an occlusive dressing, 5 uL/sq em was applied to 1-em 
squares of skin. Twenty-four hours later, the sites were exposed to 
increasing doses of UV-A from the xenon lamp. Each dose was 
double the previous one. For exposures greater than 1 joule/sq em, 
only 5-joules/sq em increments were given. The largest exposure 
was 20 joules/sq em. The smallest dose required to produce a 
photocontact allergic reaction 48 to 72 hours later was determined 
at each concentration? Controls included an unirradiated site 
treated with the drug (1.0%) and a vehicle-treated irradiated 
site. 
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Fig 2.—Dose-response curve showing minimum 
phototoxic dose at different concentrations of 
7-methoxycoumarin (log scales). 
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Photo-Cross-Reactions 


The pattern of cross reactivity among the coumarin derivatives 
was determined by routine photopatch testing in subjects photo- 
sensitized to 6-methylcoumarin and to 7-methoxycoumarin. Test 
agents were applied in duplicate at 1% concentrations in HO (10 
uL/sq em) under an occlusive dressing to the middle of the back. 
Twenty-four hours later, one set of patches was uncovered and 
exposed to 4 joules/sq cm of UV-A. Reactions were assessed 48 and 
12 hours later. To avoid nonspecific reactions, no more than two 
agents were photopatch tested at any one time. 

Gas-liquid chromatography analysis showed that the chemicals 
were more than 99% pure, except for coumarin (98.87%) and 
7-methoxycoumarin (87.99%); 5,7-dimethoxycoumarin was not 
tested for purity. The impurities were not identified. 


RESULTS 
Photocontact Allergenicity 


Figure 1 shows the chemical structure and the photoal- 
lergenic potential of the various coumarins. The highest 
photosensitization rate (15 of 25 subjects) was produced by 
6-methyleoumarin followed by 4-methyl-7-ethoxycoumarin 
and 7-methoxycoumarin. Photocontact sensitization was 
also produced by 4,5-dimethyl-8-t-butyleoumarin and 7- 
methylcoumarin, although the rates were lower (seven of 
25 and six of 25, respectively). Octahydrocoumarin, hexahy- 
drocoumarin, and coumarin were inactive. 


Phototoxic Reactions 


Only 7-methoxycoumarin produced phototoxic reactions 
(Fig 1). The reactions were localized to the irradiated field 
and were grossly identical to sunburn, consisting of intense 
erythema, peaking around 24 to 48 hours after exposure. 
There were no papular or papulovesicular responses. The 
MPD was clearly related to the concentration (Fig 2). The 
mean MPD + SD in eight subjects was 19.3 + 4.1 joules/sq 
em at 0.1% and 1.1 + 0.5 joules/sq em at 5.0%. 


Dose-Response Studies 


The UV-A dose necessary to provoke delayed allergic 
reactions to 7-methoxycoumarin was dependent on the 
concentration of the drug (Table 1). Small doses (100 to 400 
millijoules/sq em) produced reactions at 1.0% concentra- 
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1.0 5.0 


Concentration, % 


Table 1.—Doses of Ultraviolet A Required to Provoke 
Photocontact Allergy to 7-Methoxycoumarin* 


Concentration in Ethanol, % 
eee 


Patient No. 1.0 0.1 0.01 0.001 
1 0.21 10 10 


20 
5 0.4 15 20 
0.1 10 15 20 
7 0.1 3 















15 > 20 





*Topical dose, 5 uL/sq cm. 
{Doses are given in joules per square centimeter. 


tion, whereas 50 to 100 times that dose was necessary with 
lower concentrations (0.1% and 0.01%). Reactions to 0.001% 
with a UV-A dose of 20 joules/sq em developed in three of 
seven subjects. No delayed erythema developed in the 
irradiated vehicle-treated sites with the largest UV-A dose 
(20 joules/sq em). 


Action Spectrum 


The action spectrum for 6-methylcoumarin photoallergy 
was similar in both subjects (Fig 3). The most efficient 
wavelengths were in the UV-B range. Efficiency decreased 
progressively with longer wavelengths. The MEDs at 300 
nm in the normal untreated skin were 18.75 and 23.5 
millijoules/sq cm. The threshold dose was reduced to 9 and 
15 millijoules/sq em, respectively, in the presence of the 
chemical. Suprathreshold doses (18 and 30 millijoules/sq 
cm, respectively) at 300 nm resulted in papular and eczem- 
atous reactions, peaking 48 to 72 hours later. No reactions 
occurred at 380 nm with the largest exposure given (1.0 
joule/sq em). 


Photo-Cross-Reactions 


Of the four subjects photosensitized to 6-methylcouma- 
rin, three cross-reacted to 7-methylcoumarin, three to 
7-methoxycoumarin, and two to coumarin. There were no 
eross-reaetions to 4,6-dimethyl-8-t-butyleoumarin (Table 
2). Of six subjects photosensitized to 7-methoxycoumarin, 
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five cross-reacted to 7-methyleoumarin, three to 6-methyl- 
coumarin, and two to coumarin (Table 3). 


COMMENT 


The photomaximization test provides a measure of pho- 
- tocontact allergenic potential under a defined set of labo- 
ratory conditions. It does not predict the incidence of 
photoallergic reactions with normal use. A negative result 
does not mean that the agent is incapable of inducing 
photoallergy but indicates that the potential for sensitiza- 
tion is probably low enough not to pose an appreciable 
hazard to the general population. In a previous work, we 
showed that several well-known photocontact allergens 
were readily identified by this procedure.'' 

Our findings indicate that several coumarin derivatives 
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Fig 3.—Action spectra for 6-methylcou- 
marin (5 uL/sq cm) photocontact allergy 
(patch tests). (Minimal erythema dose 
[MED]is in millijoules per square centimet- 
er. Clear circle at 300 nm represents 
reciprocal of MED in normal skin without 
chemical. 






Table 2.—Photo-Cross-Reactions in 
Subjects Photosensitized 
to 6-Methylcoumarin* 


Photo-Cross- 
Reactions 
Patient No. ieee se 4 
Coumarin 0 2+ 2+ 0 
7-Methylcoumarin 2+ 4+ 3+ 0 
4,6-Dimethyl-8-t- 
butylcoumarin O°). "0-5 
7-Methoxycoumarin 0 4+ 4+ 1+ 














*0 indicates normal skin; 1+, erythe- 
ma and edema; 2+, papular response 
with intense erythema and edeme; 3+, 
papulovesicles; and 4+, confluent, 
spreading, vesicular reaction. 


Table 3.—Photo-Cross-Reactions in Subjects 
Photosensitized to 7-Methoxycoumarin* 


Photo-Cross-Reactions 
Patient No. 3 4 
Coumarin 0 2+ 


6-Methylcoumarin 3+ 3+ 4+ 
4,6-Dimethyl-8-t-butyl- 
coumarin 0 0 0 


7-Methylcoumarin 2+ 3+ 2+ 3+ 
Octahydrocoumarin 0 0 0 0 
Dicumarol 0 0 0 0 


*0 indicates normal skin; 1+, erythema and edema; 2+, papular 


response with intense erythema and edema; 3 + , papulovesicles; and 4 +, 
confluent, spreading, vesicular reaction. 
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Wavelength, nm 


Absorbance 


320 340 360 


Fig 4.—Absorption spectra of coumarin and cer- 
tain derivatives in ethanol (coumarin, 6.8 x 10° 
M; 7-methoxycoumarin, 5.6 x 10^* M; 7-methyl- 
coumarin, 6.2 x 10^? M). Dotted line indicates 
7-methoxycoumarin; unbroken line, 7-methyl- 
coumarin; and dashed line, coumarin. 


Fig 5.—Absorption spectrum of 0.00196 6-methyl- 
coumarin in ethanol. 


380 390 


Wavelength, nm 


are photocontact allergens, the most active being 
6-methyleoumarin. Coumarin itself, on the other hand, was 
not a primary photosensitizer. Examination of the chemi- 
cal structures of these compounds indicates that the addi- 
tion of a methyl or an alkoxy group at the 6 or 7 position of 
the benzopyrone ring confers photoallergenic ability. Octa- 
hydrocoumarin and hexahydrocoumarin were not photoac- 
tive, indicating that hydrogenation of the benzopyrone 
ring abolishes biologic activity. 

In addition to being a photocontact allergen, 7-methoxy- 
coumarin was the only derivative that was capable of 
inducing phototoxic reactions. In contrast to the other 
derivatives, 7-methoxycoumarin shows a strong and broad 
absorption band in the UV-A region {Fig 4), which corre- 
sponds with its phototoxic action spectrum. It is far less 
potent, however, than the psoralens (furocoumarins). The 
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closely related 5,7-dimethoxycoumarin that is found in 
bergamot oil lacked phototoxic activity. This is in agree- 
ment with the earlier findings by Marzulli and Maibach,’ 
who could not show phototoxic reactions to this chemical in 
animals. Hence, phototoxicity seems to be characterized by 
considerable structural specificity. 

The action spectrum of 6-methylcoumarin photoallergy 
was broad and extended from at least 300 to 360 nm. At 300 
nm, not only was the MED reduced but a typical delayed 
photoallergic reaction developed with suprathreshold 
doses, indicating that the response was not merely an 
enhanced sunburn. Although 6-methyleoumarin absorbs 
maximally at about 275 nm (Fig 5), we did not examine 
wavelengths in the UV-C region. The action spectrum 
shows a shoulder around the 320- to 340-nm region, which 
corresponds to the second absorption peak of 6-methylcou- 
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marin. These findings, although clearly preliminary, sug- 
gest a good agreement between the absorption and action 
spectra. 

The UV-A wavelengths are routinely used for photo- 

tch testing and for elicitation in the photomaximization 
f€st. It should be stressed, however, that the action spec- 
trum for photocontact allergy is rather broad and extends 
into the UV-B region." It is simply convenient to use 
UV-A to avoid a sunburn that can confuse evaluation. Both 
Freeman and Knox“ and Cripps and Enta” also found a 
lowered MED at 300 nm in the presence of the offending 
chemical in patients photosensitized to halogenated salicyl- 
anilides. 

It is known that absorption of UV light by coumarins 
results in the formation of excited singlet and triplet states 
that can participate in several photochemical reactions.'*-' 
Perhaps the most interesting of these is the formation of 
cyclobutane-type photoadducts with pyrimidine bases in 
DNA, similar to those formed by the psoralens and DNA. 
Unlike the latter, cross-links between opposite DNA 
strands are not formed, since the coumarins lack the furan 
ring moiety. Monoadducts result from photocycloaddition 
at the 3,4 double-bond position of the pyrone ring to the 5,6 
double-bond of the pyrimidine bases.'*'* The photoreactiv- 
ity of coumarins with DNA and RNA, however, is much 
less than that seen with the photosensitizing furocouma- 
rins.” This may explain their lack of phototoxie potential, 
since it has been suggested in the past that a positive 
correlation exists between skin photosensitizing activity 
and the capacity to photoreact with DNA.” On the other 
hand, it is unlikely that photocycloaddition to nucleoside 
bases is related to photoallergenicity. If that were the case, 


. ¢ 


coumarin itself would be biologically active and the psora- 
lens would be well-recognized photocontact allergens. Only 
rarely has 8-methoxypsoralen given rise to contact photoal- 
lergy.??-*4 

Photo-cross-reactions occur commonly among the halo- 
genated salicylanilides as shown by Harber et al^ and by 
Griffith and Carter.” The same applies to the coumarins. It 
is important to stress that photosensitization to 6-methyl- 
coumarin or other coumarin derivatives may result in 
cross-reactivity to coumarin, although the latter is not an 
inducer of photoallergy. Awareness of the pattern of 
cross-reactivity is important for proper interpretation of 
photopatch tests. Once photosensitivity to one of the 
derivatives is established, it may be impossible to identify 
the primary sensitizer by routine photopatch testing. 

Dose-response studies in contact photoallergy have not 
been reported previously. Epstein et al‘ and Willis and 
Kligman?* did show that low doses of UV-A will evoke 
allergic reactions to halogenated salicylanilides, although 
either the amount applied or the UV dose used was not 
specified. In finished products, the coumarins are usually 
used in low concentrations; 0.01% to 0.001% are not unusual 
for fragrances.’ It was necessary, therefore, to determine 
whether reactions could be elicited at these levels. The 
development of photocontact allergy with the lowest con- 
centration (0.001%) confirmed our suspicion that extremely 
low amounts can elicit a response once photosensitization 
has developed. 


Lewis G. Scharpf, PhD, Sidney A. Katz, PhD, and Donald L. Opdyke, PhD, 
gave valuable help and support. 

The monochromator system was designed and constructed by Daniel S. 
Berger, Center for Photobiology, Temple University, Philadelphia. 
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Bullous Dermatoses of Pregnancy 


Juan F. Honeyman, MD; Gonzalo Eguiguren, MD; Alicia Pinto, MT; Ana R. Honeyman, MT; 


Marco A. de la Parra, MD; Washington Navarrete, MD 


e Eight women had a bullous skin disease that occurred 
during pregnancy. One patient had clinical, histopathologic, and 
immunopathologic features of pemphigus. The other seven 
patients showed the features of herpes gestationis. Oral contra- 
ceptives reproduced the disease in the pemphigus patient and in 
one of the others. When the pemphigus patient was free of active 
disease, local intraepidermal acantholytic blister formation with 
deposition of IgG and C3 in the intercellular substance of the 
epidermis was induced by intradermal injection of progeste- 
rone. 

(Arch Dermatol 1981;117:264-267) 


par skin diseases are rare during pregnancy.” Pem- 

phigus vulgaris and pemphigus foliaceus may start 
during pregnancy and later pursue a chronic course.^* 
Bunel, in his 1811 essa? sur le pemphigus, described a rare 
polymorphic bullous eruption commonly limited to preg- 
nancy or to the immediate postpartum period that fre- 
quently recurred in successive pregnancies.^ “Herpes 
gestationis" (HG) was the term suggested by Milton* for 
this disease. Clinically, the differential diagnosis of derma- 
titis herpetiformis, bullous pemphigoid, erythema multi- 
forme, bullous drug eruptions, and papular dermatitis of 
pregnancy may be difficult.^'"* Herpes gestationis was 
initially thought to be related to dermatitis herpetifor- 
mis.^* Only in the past few years, with the aid of immuno- 
fluorescence microscopy techniques, has resemblance to 
bullous pemphigoid been seen.'^'* Its distinctive clinical 
features, its relationship to pregnancy, and the puerperium 
suggest HG as a separate entity.'*? 

This article describes eight patients, each in whom a 
bullous dermatosis developed during pregnancy. All cases 
were thoroughly studied, five of them with follow-up 
evaluations conducted during subsequent pregnancies. 


METHODS 


All of the patients were examined and followed up clinically 
with appropriate microscopic and immunologic studies. | 

Routine laboratory data obtained in each case included the 
following: hemoglobin level, WBC count, platelet count, ESR 
(Westergren method), urinalysis, and levels of glucose, BUN, 
electrolytes, bilirubin, alkaline phosphatase, SGOT, and SGPT. 
Quantitative immunoglobulin levels (IgG, IgA, and IgM) and 
serum complement levels (C3) also were determined. 

Estradiol and progesterone serum levels were determined by the 
radioimmunoassay method in one patient.'* 

Skin biopsy specimens from early lesions and from uninvolved 
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skin were obtained for light mieroscopie examination and for 
direct tissue immunofluorescence microscopy. 

Serum samples were obtained for indirect immunofluorescence 
microscopy tests. Human, cat, mouse, and rabbit esophagi as well 
as normal human skin specimens (obtained from light-protected 
areas in healthy volunteers) were used as antigenic tissues. 

Fluorescent conjugates (Hyland goat anti-human IgG, IgA, 
IgM, and C3) were used. The immunofluorescence microscopy 
procedures and controls were performed as suggested by Beutner 
et alnas 


REPORT OF CASES 


Case 1.—A 25-year-old woman was first seen in 1967 during the 
32nd week of her second pregnancy. One week earlier, a bullous 
eruption, malaise, and temperature of 38 °C suddenly developed. 
On physical examination, there were large flaccid bullae on normal 
and erythematous skin bases; some had left scales and crusts on 
resolution. The lesions were present on the trunk, abdomen, limbs, 
and oral mucosa. Nikolsky’s sign was present. A biopsy specimen 
showed an intraepidermal superficial blister containing acantho- 
lytic cells. The patient received 60 mg/day of prednisone orally for 
ten days, with satisfactory treatment results. She gave birth to a 
full-term normal male infant. The eruption continued for one 
week after delivery and cleared without leaving residual lesions. 

The patient then proceeded in excellent health until November 
1971. At the time of her third pregnancy, she had a spontaneous 
abortion in the third month. Immediately thereafter, a bullous 
eruption developed with clinical features similar to those of the 
initial episode four years earlier. 

Histopathologic changes were characteristic of pemphigus foli- 
aceus. Direct immunofluorescence microscopy showed IgG and C3 
present in the intercellular substance (ICS) of the epidermis. 
Indirect immunofluorescence microscopy showed ICS antibody 
deposition with IgG to an agglutination titer of 1:40 (Table). The 
eruption rapidly cleared after ten days of oral prednisone, 80 
mg/day. 

She was then in good health, but a few bullae on erythematous 
skin bases and some crusting were noted on a cyclic basis just prior 
to menstruation. These lesions spontaneously disappeared one or 
two days after menstruation began. Findings from direct immu- 
nofluorescence microscopy of the lesions were normal. These flares 
lasted until December 1972. 

In November 1974, when she was in the 16th week of her fourth 
pregnancy, the patient again noted the appearance of flaccid 
bullae, erythema, and crusting. Malaise and temperature of 
38.5 °C also were noted. Gradual extension of the lesions led to 
involvement of most of her body (Fig 1). There were no oral 
lesions. The Nikolsky’s sign was present. Laboratory data dis- - 
closed the following results: hemoglobin level, 11 g/dL; WBC 
count, 12,000/eu mm with 70% polymorphonuclear leukocytes, 16% 
lymphocytes, 4% monocytes, and 5% eosinophils; platelet count, 
300,000/cu mm; and ESR, 90 mm/hr. 

The patient was treated with oral prednisone, 40 mg twice daily 
for one week, and 5 mg of prednisone twice daily for the 
remainder of her pregnancy. Only a few new lesions thereafter 
developed. In April 1975, she gave birth to a 2.8-kg female.infant 
who was free of skin disease or evidence of adrenal gland 
suppression. During delivery, the mother was treated with 100 mg 
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Pattern Direct Indirect 











: 1 Second 25 M IEAB LES Not done Not done 
Third 29 SUT IEAB ICS IgG, C3 IgG(1/40) 
Fourth 33 F IEAB ICS IgG, IgM, C3 IgG(1/50), C3(1/10) 
2 First 21 M SEB BMZ C3 Negative 
Second 24 Fi SEB BMZ IgM, IgA, C3, IgG C3(1/10), IgM(1/2), IgG(1/1) 
3 Fitst. .. 25 F SEB T0 Negative Negative 
Second 28 M SEB BMZ IgG, IgM, C3 C3(1/10), IgG(1/5) 
4 First 25 M SEB BMZ IgG, C3 C3(1/4) 
Second 26 M SEB BMZ IgG, C3 C3(1/20) 
5 First 21 F SEB BMZ C3 Negative 
Second 23 M SEB BMZ C3, IgG C3(1/20), IgG(1/5), IgA(1/2) 
6 First 33 Mit SEB BMZ IgG, C3 C3(1/10) 
7 Third 24 Mi SEB BMZ C3, IgG C3(1/20), IgG(1/20) 
8 Sixth 37 F SEB BMZ C3 Negative 






*IEAB indicates intraepidermal acantholytic bulla; SEB, subepidermal bulla; ICS, intercellular substance; and BMZ, basement membrane zone (linear 


pattern). 
1SU indicates sex unknown. 





ilndicates infant's cord serum. Negative indirect immunofluorescence microscopy results. 


of hydrocortisone sodium succinate given intravenously. One week 
after delivery, the eruption rapidly cleared, and steroids were no 
longer required. A few lesions, which improved after menstrua- 
tion, were noted one week before menstruation for six menstrual 
cycles. 

The patient was then free of skin lesions and premenstrual 
flares until May 1976, when she began to take an oral contracep- 
tive containing ethinyl estradiol and norgestrel, Three days later, 
a severe relapse of her skin disease developed. Immunofluores- 
cence microscopy studies disclosed IgG and C3 deposition in the 
ICS, and indirect immunofluorescence microscopy showed deposi- 
tion of IgG to an agglutination titer of 1:10. The eruption 
disappeared rapidly when use of the oral contraceptive was 
stopped, and the patient received a short course of prednisone, 10 
mg orally four times daily. She continued to have mild premen- 
strual eruptions, which disappeared four months later coinciden- 
tally with the oral administration of 2 mg/day of ethinyl estradiol 
for 20 days. Results of direct and indirect immunofluorescence 
microscopy performed on skin specimens when the patient was 
free of lesions were negative. 

In October 19777, when the patient had been free of her disease 
for one year without taking prednisone, the serum levels of 
estradiol and progesterone were as follows: estradiol levels on day 
luteinizing hormone (LH)-l (one day before midcycle or day 13) 
were 170 pg/mL (normal, 250 to 335 pg/mL)'5; estradiol levels on 
day LH-8 (eight days after midcycle or day 21) were 95 pg/mL 
(normal, 49 to 117 pg/mL); and progesterone levels on day LH-8 
were 750 pg/mL (normal, 164 to 188 pg/mL). 

Two months later, an intradermal skin test was performed with 
0.1 mL of an aqueous solution containing 2.5 mg of progesterone 
injected into the flexor aspect of the left arm. Twenty-four hours 
later, the test site showed a blister on an erythematous indurated 
base 18 mm in diameter (Fig 2, top). This local reaction was 
positive on days 14 and 26 of the menstrual cycle. 

Results of intradermal injection of 0.1 mL of saline into the 
flexor surface of the patient’s right arm given at the same time as 
the progesterone test were negative. Progesterone and saline skin 
test results performed in three normal women also were nega- 
tive. 

A biopsy specimen taken from the positive progesterone skin 
test showed an acantholytic intraepidermal blister (Fig 2, center). 
Results of direct immunofluorescence microscopy showed deposits 
of IgG and C3 in epidermal ICS (Fig 2, bottom). Results of direct 
immunofluorescence microscopy of normal skin in the area adja- 
cent to the local reaction, as well as those of indirect immunofluo- 
rescence microscopy performed with serum samples obtained 1, 2, 
and 7 days after the test, were negative. 

From the time of the skin tests, the patient has been free of 


Arch Desmatol—Vol 117, May 1981 





nancy in patient one. 


disease. Results of immunofluorescence microscopy tests have 
been negative. She was seen September 1979. 

CASES 2 through 8.—(These cases are summarized in the Table.) 
These patients were considered to have "typical HG." The erup- 
tion began between the fourth and seventh month of pregnancy or 
immediately after delivery. 

The onset was earlier and eruption more severe during the 
second pregnancy in all four patients studied during two subse- 
quent pregnancies. The course of the disease was characterized by 
alternating exacerbations and remissions. There was a final 
exacerbation two or three days after delivery and then regression 
in from ten to 90 days in all seven of these patients. 


COMMENT 


Eight women, each with a bullous skin disease of preg- 
nancy initially diagnosed as HG, were reported. Their 
clinical, histopathologic, and immunopathologic findings 
were diagnostic of pemphigus in the first case and of HG in 
the other seven cases. 

Our first patient was studied for 11 years during three 
pregnancies. She had a bullous eruption occurring during 
or after pregnancy that cleared after delivery and contin- 
ued with mild premenstrual flares for several months. 
Clinically, histopathologically, and immunologically, the 
eruption was pemphigus foliaceus. 
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Fig 2.—Top, Blister formed 24 hours after intradermal injection of i 
0.1 mL of solution containing 2.5 mg of progesterone in case 1. 
Patient has been free of her disease for one year. Center, 
Histopathology of progesterone-induced lesion. Note superficial 
intraepidermal acantholytic blister formation (hematoxylin-2osin g^ 
[HE], original magnification x 200). Bottom, Direct immunofluor- 
escence microscopy of positive progesterone skin test. Note IgG .' 
deposits in intercellular substance of epidermis and acantholytic 

cells (HE, original magification » 400). 


Onset of pemphigus during pregnancy has been reported 
previously. Usually, the disease continues with a chronic 
course, independent of and after pregnancy.** ^" 

Recently, Terpstra et al” described a 23-year-old woman 
in whom pemphigus vulgaris developed during the first 
trimester of her pregnancy. In the 33rd week, she had a 
stillbirth of a female infant with skin lesions suggestive of 
pemphigus. The direct immunofluorescence staining of 
skin tissue sections showed deposition of IgG in the 
intercellular spaces of the epidermis of both the mother 
and the child, suggesting a transplacental passage of 
pemphigus antibody from mother to infant. 

An outstanding feature of our first patient’s course was 
that the bullous eruption occurred during pregnancy and 
improved after delivery. This case may represent a variant 
of classic pemphigus, requiring progesterone to activate 
subclinical disease. 

Herpes gestationis begins with moderate itching that, 
within a few weeks, evolves into a polymorphic and highly 
pruritic vesiculobullous eruption, which heals with residual 
pigmentation. Characteristics of the lesions are similar to 
those observed in polymorphic pemphigoid, a recently 
reported variant of bullous pemphigoid."' 

Three of these patients continue to have mild eruptions 
during their menstrual cycles for a few months following 
delivery, after which all of the patients remained free of 
lesions. In this group of cases, corticosteroid therapy 
seemed to be helpful. The disease did not affect the infant 
in any of our cases, although this has been reported by 
others.** 

Recently with immunofluorescence microscopy, Provost 
and Tomasi demonstrated in vivo binding of C3, C5, and 
properdin in the basement membrane zone (BMZ) of skin 
in HG patients. Several authors have reported in vivo 
binding of IgG, IgA, IgM, and IgE in a pattern similar to 
that of bullous pemphigoid.***-** 

Circulating IgG class BMZ antibodies or IgG pemphigoid 
antibodies are occasionally found in HG, but sera do bind 
complement to the BMZ, as shown by indirect immuno- 
fluorescence mieroscopy.''"* In vivo binding of comple- 
ment at the BMZ is recognized as the result of thermosta- 
ble IgG antibodies, which usually appear in such low 
agglutination titers that they are undetected by routine 
immunofluorescence microscopy techniques.'^?'?* Recent 
immunopathologie observations have indicated a passive 
transfer of this disease from mother to infant may 
Ocecur.!?-?7.29-31 

Immune electron mieroscopy studies in HG also suggest 
a possible relationship between HG and bullous pemphi- 
goid. Herpes gestationis lesions show deposits of IgG and 
C3 localized within the lamina lucida, in a pattern similar 
to that of bullous pemphigoid.'**-** 

Immunofluorescence mieroscopy findings in our patients 
with HG were similar to those reported previously.*'***-** 
In vivo deposition of immunoglobulins and C3 in a linear 
staining pattern were most conspicuous in the hair follicle 
BMZ. Three cases showed deposits of IgG and complement 
in the walls of dermal vessels. Indirect immunofluores- 
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cence microscopy showed IgG pemphigoid antibodies in 
four pregnancies, IgM in one, IgA in another, and in vivo 
and in vitro complement binding in seven of the 11 


pregnancies studied. 
b Although HG might have a pathogenic mechanism simi- 
ar to that of bullous pemphigoid, HG is probably a distinct 
entity. 

Endogenous and/or exogenous progesterone has been 
postulated to influence such dermatoses as erythema mul- 
tiforme, urticaria, and papular eczematous eruptions occur- 
ring during menses.*?'^ Biermen* reported the case of a 
25-year-old woman with papules; pustules; hyperpigmenta- 
tion; erosions on the arms, legs, and buttoeks; and sponta- 
neous abortions in each of her two pregnancies. She had 
positive skin tests to progesterone; however, results of 
direct immunofluorescence microscopy studies were nega- 


tive. She was treated with conjugated estrogens, produc- 


ing good results.** These cases seem to represent an 
autoimmune disease caused by progesterone recognized as 
"autoimmune progesterone dermatitis." 

Impetigo herpetiformis, a rare skin condition that occurs 
during pregnancy, also has been related to female hormon- 
al changes.” A severe disseminated eruption consisting 
of erythematous plaques and pustular lesions arranged in a 
circinate pattern is the main clinical feature. The disease 
begins during the last trimester of pregnancy and may be 
a variant of generalized pustular psoriasis. ^ 

Talal* has summarized the disturbance of the immuno- 
logic function that may characterize autoimmune disease. 
Sex hormones, among other factors, may modulate T- 
lymphocyte function. He postulates female hormones may 
create a “regulatory imbalance” and lead to autoimmune 
abnormalities.** 

Of great interest is the elicitation of bullous disease by 
oral contraceptive therapy in patients 1 and 4, which 
suggests at least an ancillary role for estrogens and/or 
progestins in the pathogenesis of their diseases. Futher- 
more, patient 1 had high serum levels of progesterone and 
low serum levels of estradiol even though she had been free 
of pemphigus for more than a year. Nevertheless, intrader- 
mal injection of progesterone in this patient induced a local 
pemphigus-like reaction with a characteristic intraepi- 
dermal acantholytie blister formation and deposition of 
IgG and C3 in the ICS. This experience strongly suggests 
critical hormonal levels, possibly including factors such as 
progesterone or estrogen-progesterone imbalance, were 
required for the indication of her eruption. 


This study was supported in part by University of Chile research grant 
M905-8125. 
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Immunofluorescence Microscopy Studies 
of the Granular and Keratin Layers 


of Normal Human Skin 


Thomas K. Burnham, MB,BS(Lond) 


e Granular and keratin layer fluorescence of normal human 
skin has been found to be very different, depending on whether 
the indirect or the direct fluorescent antibody technique is used. 
These layers fluoresce more brightly with the indirect than with 
the direct technique, showing stippled chains not seen with the 
direct technique. These differences were interpreted as being 
caused by in vitro binding of antibodies such as anti-stratum 
corneum antibodies. The purpose of this study was to see if 
these differences were, in part, artifacts. On serum dilution, the 
appearance with the indirect technique consistently converted to 
that of the direct technique, but no microscopic structural 
differences were found between the skins subjected to the 
different technical procedures. Therefore, it was concluded that 
the indirect appearance is caused only by antibodies binding to 
the keratin and granular layers and is not a methodological 
artifact. 

(Arch Dermatol 1981;117:268-272) 


D a recent report, the intensity and morphology of 
fluorescence of the granular and keratin layers of 
normal human skin were found to be different when 
comparing the indirect fluorescent antibody technique 
(employing human serum samples) with the direct tech- 
nique. The granular layer and keratin with the latter 
subclassified into the fibrillar zone and upper keratin' 
fluoresced more brightly with the indirect technique than 
with the direct technique and also showed stippled chains 
consisting of parallel rows of small stippled structures in 
all three layers, which were not seen with the direct 
technique. This was found not only with serum samples 
showing the upper epidermal cytoplasmic (UEC) and gen- 
eral epidermal cytoplasmic (GEC) patterns'* but also with 
UEC- and GEC-negative serum samples containing the 
universally occurring anti-stratum corneum (ASC) anti- 
bodies.^* Furthermore, the fibrillar keratin was seen in 
more sites along the sections with use of the indirect rather 
than the direct technique. 

The purpose of this study was to determine whether the 
striking differences between use of the direct and indirect 
techniques were only, in fact, caused by antibodies (such as 
De a L E ee 
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ASC binding to these sites, as had been generally 
assumed), or whether these differences were produced (at 
least in part) by structural changes in these layers caused 
by the procedures of the indirect technique. The possibility 
existed that serum incubations eontaining proteins and the 
extra washes of the sections might have eaused separation 
of the granular and keratin layers into multiple fibrillar 
and stippled components, as a result of a ballooning effect 
(as when a dry sponge is immersed in water). This latter 
possibility could be excluded and antibodies to these layers 
held responsible for these differences only if (1) the 
morphology of these layers with use of the indirect tech- 
nique at high serum dilutions (containing no demonstrable 
antibodies) became identical to that seen with the direct 
technique, and if (2) the structure of sections showing the 
characteristic morphology of the indirect technique with 
undiluted and low dilutions of serum samples remained 
identieal to that seen with the direct technique, demon- 
strating that no anatomic changes had occurred as a result 
of the indirect procedure. 


MATERIALS 


Selected serum samples previously classified as UEC or GEC 
positive and UEC and GEC negative were employed. 


METHODS 
Direct and Indirect Technique 


Normal human skin eryostat sections 4 um thick were employed 
as previously described.'^** The skin for this study consisted 
mainly of normal skin from mastectomy specimens of white 
patients. Fluorescein-conjugated goat anti-human IgG with the 
previously reported characteristics? was employed. Blocking proce- 
dures employing undiluted and diluted serum samples followed by 
incubation with unlabeled and then labeled anti-IgG were per- 
formed. The slides were examined without coverslips with a 
microscope (Leitz Ortholux II) with a 95x fluorite oil-immersion 
objective with transmitted and incident light employing the 
previously described light source and filters.’ Fluorescence inten- 
sity was determined with transmitted light while incident light 
was used for morphologic evaluation. 


Comparison of Fluorescence Intensity and Morphology 
of Granular and Keratin Layers 


Selected serum samples were tested undiluted and diluted in 
barbital (Veronal) buffered saline (BBS) (pH, 7.2 to 7.3), twofold 
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Fig 1.—Normal skin incubated with upper epidermal cytoplasmic- 
and general epidermal cytopilasmic-negative undiluted serum 
followed by incubation with fluorescein-conjugated goat anti- 
human IgG. Thin stippled chains (arrow) are seen in fibrillar 
keratin above granular layer (original magnification x 320). 





Fig 2.—Normal skin incubated with upper and general epidermal 
cytoplasmic-negative serum diluted 1:10 then incubated with 
anti-lgG conjugate. Stippled chains are seen in fibrillar keratin 
(top right arrow) above granular layer (bottom arrow). Upper 
keratin border is shown (top left arrow) (original magnification 
x 320). 








Technique Granular 


Indirect UEC- and GEC-positive undi- 
luted serum samples 

Indirect UEC- and GEC-negative undi- 
luted serum samples 

Direct 


Strong 


Medium 






Table 1.—Usual Fluorescence Intensities With the Anti-IgG Conjugate* 


Medium-to-strong; strong 








Fibrillar Keratin 
Medium-to-strong 


Upper Keratin 
Medium; medium-to-strong 







Medium; medium-to-strong Weak-to-medium; medium 






Weak-to-medium Weak 






*UEC indicates upper epidermal cytoplasmic; GEC, general epidermal cytoplasmic. 


up to 1:10,240 by the indirect technique. Sections of the same skin 
as used for the indirect procedure were tested by the direct 
technique with the same anti-IgG conjugate at the same time. The 
dilutions at which the intensities and morphologies of the granular 
and keratin layers were similar to those of the skin tested by the 
direct technique were recorded. 

A GEC- and UEC-negative serum sample was serially diluted in 
bovine albumin as well as BBS to determine whether the dilution 
changes in fluorescence intensity and morphology were merely 
associated with diluting the serum proteins in general, rather than 
being caused by dilution of antibodies. 


Evaluation of Effects of 
Procedures on Anatomic Structure 


Hematoxylin-eosin stains were performed on the same skins 
after having first been subjected to the various procedures. 

The coverslipped slides were examined on a light microscope 
with a 97x oil-immersion lens. In addition to noting the general 
appearance of the granular and keratin layers, special attention 
was given to the presence or absence of fibrils in the fibrillar and 
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upper keratin. Ten fields were evaluated in detail by measuring 
the width of the granular and keratin layers with an ocular grid 
and by counting the number of fibrils of each width. Mean values 
were then calculated for each of these measurements of the 
different sections. 


RESULTS 
Indirect Technique 


With undiluted and low dilutions of UEC- and GEC- 
negative (Fig 1 and 2) and positive serum samples (using 
the anti-IgG conjugate), the granular layer and the fibril- 
lar and upper keratin fluoresced brightly. The comparative 
intensities, highest with the UEC- and GEC-positive serum 
samples, are shown in Table 1. The granular layer fluo- 
resced as a bright band while multiple thin and medium- 
thick fibrils consisting of parallel rows of lines of fluores- 
cence were present if the fibrillar and upper keratin (Table 
2). The fibrils were thinner, more numerous, and seen more 
frequently along the sections than by the direct technique. 
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Fibrillar 


Most 
Range Frequent % of 
of No.7 No.7 Section; 


Technique* 


Indirect UEC- and GEC-posi- 
tive undiluted serum sam- 
ples 

Indirect UEC- and GEC- 
negative undiluted serum 
samples 


Direct 


Keratin 


———————————————————————————————————D 


Width of 
Fibrils 
Thin; few me- 
dium-thick 


Thin; medium- 
thick 


Medium-thick; 
thick 


Upper 
—————————————om 
Most 
Range Frequent % of 
of No.* No.* Section* 


Width of 
Fibrils 
Thin; few 
medium-thick 


Thin; 
medium-thick 


Medium-thick; 
thick 





*UEC indicates upper epidermal cytoplasmic; GEC, general epidermal cytoplasmic. 
TFibrils and/or stippled chains (no stippled chains seen by direct technique). 





Fig 3.—Same normal skin as shown in Fig 1, incubated in same 
procedure with fluorescein-conjugated goat anti-human IgG. 
Only two thick fibrils are seen in fibrillar keratin above granular 
layer (arrow) (original magnification x 320). 


In addition to these fibrils, stippled chains were usually 
seen in all three zones with UEC- and GEC-positive serum 
samples, and in the granular and fibrillar layers with UEC- 
and GEC-negative serum samples, while no stippled chains 
were seen by the direct technique (Table 2). Only one third 
of the negative serum samples had stippled chains in the 
upper keratin as well as in the other layers.' The remaining 
negative serum samples demonstrated no chains but had 
only fibrils and homogeneous areas in the upper keratin. 
These differences in intensities and morphologies of these 
layers seen between the indirect and direct technique were 
more pronounced with UEC- and GEC-positive than nega- 
tive serum samples (Tables 1 and 2). 


Direct Technique. 


The fluorescence intensities of the granular and keratin 
layers were considerably lower by the direct technique 
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Fig 4.—Same normal skin as shown in Fig 2, incubated in same 
procedure with anti-IgG conjugate. Thick fibril in fibrillar keratin is 
shown (top arrow). Granular layer is also indicated (bottom 
arrow). Compare with hematoxylin-eosin stain of same field (Fig 
8) (original magnification X 320). 


than by the indirect technique (Table 1 and Fig 3 and 4). 
The intensity of the granular layer fluorescence was 
usually higher than that of the autofluorescence seen in the 
unstained sections. Therefore, the granular layer fluores- 
cence consisted of autofluorescence usually with superim- 
posed nonspecific fluorescence from the anti-IgG conju- 
gate. The keratin layer fluorescence, however, appeared to 
be only autofluorescence. The morphology differed strik- 
ingly, in that no stippled chains were present in any of 
these layers. Furthermore, the fibrillar keratin was seen in 
fewer sites and the fibrils were thicker and less numerous 
(Table 2). Similarly, fibrils in the upper keratin were found 
in fewer sites and were thicker and usually less numerous 
than those found with the indirect technique. The cyto- 
plasm, including that of cells in the basal cell layer, 
fluoresced weak yellow-green and weak yellow-blue- 
green. 
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Fig 5.—Same normal skin as shown in Fig 1 and 3, incubated in 
same procedure with 1:2,560 dilution of same negative serum 
then incubated with anti-IgG conjugate. Only a few thick fibrils are 
seen in fibrillar keratin above granular layer (arrow). Note mor- 
phology similar to direct technique as in Fig 3 (original magnifi- 
cation x 320). 


Indirect Technique—Higher Dilutions 


At higher dilutions (Fig 5), the intensities and morphol- 
ogies of these layers converted to those seen by the direct 
technique. At higher dilutions, the color and intensity of 
the cytoplasm were also the same as seen with the direct 
technique. The one-grade-lower degree of fluorescence 
intensity of the basal cell layer compared to the rest of the 
epidermal cytoplasm seen with undiluted and low dilutions 
of UEC- and GEC-negative serum samples! was lost. 


Blocking Procedures With Unlabeled Anti-IgG 


Blocks were achieved with undiluted serum samples of 
UEC and GEC and of the one-grade-intensity difference 
between the basal cell layer and the rest of the epidermis 
with the undiluted UEC- and GEC-negative serum. Blocks 
were also obtained of the granular and keratin layer 
fluorescence seen with UEC- and GEC-positive and -nega- 
tive serum samples. The morphologies and intensities of 
the blocked indirect sections were identical to those seen by 
the direct technique. 


Dilutions in Bovine Albumin and BBS 
of a GEC- and UEC-Negative Serum 


Conversion to the intensities and morphologies seen with 
the direct technique occurred with both the albumin and 
BBS dilutions. 
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Fig 6.—Cryostat section of same normal skin as shown in Fig 2 
and 4 that had been kept frozen at —76 ?C for two years before 
being stained. Numerous thin fibrils are seen in fibrillar keratin 
above granular layer (arrow). Compare with similar morphology of 
Fig 7 and 8 (hematoxylin-eosin, original magnification x 1,540). 


Evaluation of Effects of Procedures 
on Anatomic Structure 


No substantial anatomic differences in the granular and 
keratin layers were found in any of the hematoxylin- 
eosin-stained sections that had first been tested with the 
various procedures (Fig 6 through 8). 

Figures 6 through 8 illustrate the structural similarity of 
hematoxylin-eosin stains of sections from the same skin 
sample that had been treated in different ways. 

The striking morphologic differences seen with immuno- 
fluorescence microscopy by the indirect (Fig 2) and direct 
(Fig 4) technique are absent in the photographs of the 
same fields of the subsequent hematoxylin-eosin-stained 
sections (Fig 7 and 8, respectively). All three photographs 
of the hematoxylin-eosin-stained sections (Fig 6 through 
8) illustrate multiple fibrils in the fibrillar keratin, which 
fluoresce as bright stippled chains with the indirect (Fig 2) 
but not with the direct (Fig 4) technique. Therefore, 
freezing the skin or applying the direct or indirect tech- 
nique did not bring about any substantial anatomic 
changes in these layers. Consequently, the differences in 
fluorescence between the direct and indirect techniques 
were not caused by any anatomic changes that had 
occurred from the indirect technique but were caused by 
antibodies binding to these fibrils with the indirect tech- 
nique. This only occurred in vitro and was therefore not 
seen with the direct technique. 
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Fig 7.—Same field as shown in Fig 2 of indirect technique with 
1:10 dilution of general epidermal cytoplasmic- and upper epider- 
mal cytoplasmic-negative serum. Compare with Fig 2. Bifurcation 
of fibril corresponding to a site of stippled chains (top right 
arrow), upper border of homogeneous upper keratin (top left 
arrow), and granular layer (bottom arrow) are indicated (hematox- 
ylin-eosin, original magnification X 1,540). 





COMMENT 


The bright fluorescence of the granular and keratin 
layers and the characteristic multiple fibrils and stippled 
chains seen in these layers with the indirect but not with 
the direct technique are caused only by antibodies binding 
to these sites and not, even in part, by anatomic changes 
produced by the extra procedures associated with the 
indirect technique. This conclusion is based on the follow- 
ing observations: (1) no structural changes occurred in 
these layers with the indirect technique; (2) consistent 
conversion from the indirect to the direct appearance was 
seen with serum dilutions and immunologic blocks; and (3) 
possible nonspecific changes caused by protein dilution 
were ruled out by the serum dilutions in albumin. These 
experiments also demonstrated the conversion from the 
indirect to the direct appearance. 

The exact nature of these antibodies in UEC- and 
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Fig 8.—Same field as shown in Fig 4 of direct technique. Top fibril 
of fibrillar keratin is shown (top arrow). None of fibrils seen with 
this stain between this fibril and granular layer (bottom arrow) 
fluoresced by direct technique (Fig 4) (hematoxylin-eosin, origi- 
nal magnification X 1,540). 


GEC-positive serum samples is not clear.' However, with 
UEC- and GEC-negative serum samples, the antibodies 
responsible for this specifie fluorescence of the granular 
and keratin layers appear to be the universally occurring 
ASC antibodies as reported by Beutner et al.‘ The one- 
grade difference in fluorescence intensity between the 
basal cell layer and the brighter rest of the epidermal 
layers seen with the undiluted and low dilutions of these 
negative serum samples was probably also caused by ASC 
antibodies, but could have been produced by other univer- 
sally occurring antibodies.’ 


Arthur Bowden and Walter Harlan provided invaluable help with the 
photographs. Technical assistance was given by Paula W. Bank, MS, 
Christine I. Brown, Kathleen A. Conway, Oxanna M. Denysenko, and 
Sameera T. Pirzada. 

Figure 2 is modified from and reproduced with the permission of the 
Journal of Investigative Dermatology (69:223-230, 1977). 
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. Skin Reactions to Carbamazepine 


David Lloyd Roberts, MRCP, Ronald Marks, FRCP 


€ Three patients with a generalized eruption caused by carba- 
mazepine are described. Two reactions were eczematous, and 
one was lichenoid in nature. Oral challenge with the drug 
reproduced the skin disorder in each of these patients. Immuno- 
fluorescence microscopy studies demonstrated that in four out 
of six other subjects taking carbamazepine, there were deposits 
of immunoglobulins in the skin. 

(Arch Dermatol 1981;117:273-275) 


Bre ÁÀ was first synthesized in 1953 and was 
introduced into the United Kingdom 16 years ago. It 
is now the drug of choice for the treatment of trigeminal 
neuralgia.' It also has anticonvulsant properties and is used 
extensively in the treatment of grand mal and temporal 
lobe epilepsy.^* Toxic effects are common and are said to 
occur in at least 25% of patients.‘ In approximately 3% of 
patients receiving carbamazepine, rashes develop.’ These 
are often severe enough to necessitate withdrawal of 
therapy with the drug. | 

In this article we describe three patients in whom rashes 
developed while the patients were receiving treatment 
with carbamazepine. The literature concerning carbamaze- 
pine and skin reactions is also reviewed. An exfoliative 
eezema developed in two of our patients and a lichenoid 
eruption developed in another patient. To our knowledge, a 
lichenoid eruption has not been previously reported after 
treatment with carbamazepine. In addition, we report the 
deposition of immunoglobulins at the dermoepidermal 
junction in other patients receiving carbamazepine, but 
who had had no cutaneous reactions. 


REPORT OF CASES 


Case L.—A 75-year-old man had suffered from trigeminal 
neuralgia intermittently for 14 years. Carbamazepine therapy 
(400 mg four times daily) was started when his symptoms 
worsened (Table 1). He first noticed a pruritie rash on the flexor 
aspects of his forearms two weeks after starting carbamazapine 
therapy. It rapidly became widespread and involved the limbs 
partieularly. There was no previous history of skin disease, and, 
apart from neuralgia, the patient was in good health. On admis- 
sion to the hospital, he had a widespread erythematous rash with a 
mauve hue in parts. Lichenoid papules were present on the 
extensor aspects of the wrists and on the dorsal surfaces of the 
feet. Blue-white elevations, in a reticular pattern typical of lichen 
planus, were present on the buceal mucosa. The general physical 
examination was otherwise unremarkable. 

Laboratory studies disclosed the following values: hemoglobin, 
12 g/dL; WBC, 8,800/cu mm, with a normal differential cell count; 
and ESR, 12 mm/hr. Liver function test results, BUN levels, serum 
electrolyte levels, protein electrophoresis levels, urinalysis results 
and chest roentgenograms were all normal. The antinuclear 
antibody test results were negative. Skin biopsy specimens were 
taken from the shoulder and the leg. Microscopie examination of 
the biopsy specimen from the shoulder showed notable spongiosis 
with a heavy lymphocytic infiltrate in the dermis compatible with 
an acute eczematous reaction. The biopsy specimen from the leg 
showed liquefaction degeneration of the basal cell layer with 
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colloid body formation. A dense infiltration of lymphocytes and a 
few histiocytes were present in the upper dermis (Fig 1). 

Direct immunofluorescence microscopy studies were carried out 
on both specimens with anti-IgG, IgM, IgA, C3, and fibrin 
reagents using standard techniques.* The biopsy specimen from 
the shoulder showed a faint fluorescent band with antifibrin at the 
dermoepidermal junction. A coarse fluorescent band with anti- 
IgM reagent was also present at the dermoepidermal junction. The 
biopsy specimen from the leg showed fluorescence at the dermoep- 
idermal junction caused by fibrin, IgM, and C3. There were also 
globular deposits suggesting colloid body formation. 

Carbamazepine therapy was stopped when the patient was 
admitted to the hospital. The patient's dermatitis was treated 
with bland emollients only. Within seven days there was a notable 
improvement in the rash, and the pruritus had disappeared. A 
patch test for carbamazepine in alcohol was done on the back. This 
can occasionally be helpful in diagnosis." In this patient, there was 
no reaction at 48 hours and 96 hours. Two weeks after admission, 
the rash had cleared. After he gave informed consent, the patient 
was challenged with 800 mg/day of carbamazepine. Within 24 
hours, pruritus had developed, and, seven days later, a red, scaly, 
itehing rash appeared that was particularly prominent on the 
light-exposed areas unlike the original reaction. Carbamazepine 
therapy was again stopped, and the rash cleared completely in 
seven days. 

Case 2.—A 65-year-old man with a pituitary adenoma and 
hypopituitarism of 15 years’ duration was receiving 200 mg of 
carbamazepine three times daily for the recent onset of temporal 
lobe epilepsy. He was also receiving cortisone acetate, meth- 
yltestosterone, and thyroxine. 

He first noted an eruption ten days after carbamazepine 
therapy had begun. Initially, it affected his neck and shoulders. It 
then gradually spread until, at four weeks, he had an exfoliative 
dermatitis. There was no previous history of skin disease and his 
only other complaints were of lassitude and increased thirst. 

Physical examination indicated ankle edema but no other 
abnormalities except for the skin eruptions. Examination of the 
skin showed total involvement with a dry, exfoliative erythroder- 
ma. Hematological investigations indicated a hemoglobin level of 
13 g/dL. The WBC count was 13,000/cu mm with mild eosinophilia 
(880/cu mm). Liver function test results, BUN levels, serum 
electrolyte levels, chest roentgenograms, and urinalysis results 
were normal. 

Microscopic examination of skin biopsy specimens from the 
upper part of the arm and foot showed an irregular acanthosis and 
patchy spongiosis in the epidermis with occasional epidermal cell 
necrosis. There was a patchy lymphocytic and eosinophilic infil- 
trate in the upper dermis. Direct immunofluorescence microscopy 
studies were negative to anti-IgG, IgA, IgM, C3, and fibrin 
reagents. 

Carbamazepine therapy was stopped, and the patient was 
treated with only bland emollients. The dermatitis had cleared 
completely two weeks later. He was then rechallenged with 200 mg 
of carbamazepine twice daily after he gave his informed consent. 
Within 48 hours of administering the drug the rash had reap- 
peared on the limbs, so the carbamazepine therapy was stopped. 
The patient’s temporal lobe epilepsy was then controlled with 
phenytoin. 

Case 3.—A 54-year-old man had suffered from intermittent 
attacks of trigeminal neuralgia for several years. He had recently 
began receiving 200 mg of carbamazepine twice daily, which had 
controlled the pain reasonably well. He had suffered from asthma 
for many years and was receiving a maintenance dosage of 7.5 
mg/day of prednisone. He had also had small patches of eczema 
that appeared three orefour times a year on the lower part of the 
limbs for which he had had no treatment. 

Three weeks after starting carbamazepine therapy, a red, itchy 
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Oral 
Patient No./ Original Dose/Day, Time, Direct Immunofluorescence Challenge 
Age, yr/Sex Diagnosis mg wk* Skin Reaction Histology Microscopy Findings Test 


1/75/M Trigeminal neuralgia 1,600 2 Lichen planus Basal and intraepidermal On shoulder, coarse fluo- Positive 
like erup- cell death with dermal rescent band and faint Z 
tion lichenoid band of in- fluorescent band with 

flammatory cells anti-IgM and antifibrin 

reagents, respectively, at 
dermoepidermal junction. 
On leg, strong fluores- 
cence at dermoepidermal 
junction because of fi- 
brin. In general, strong 
fluorescence at dermo- 
epidermal junction with 
anti-IgM and C3 reagents 

. in colloid body pattern. 

2/65/M Temporal lobe 15 Exfoliative Eczematous and intra- Negative Positive 

epilepsy dermatitis epidermal cell death 


3/54/M Trigeminal neuralgia Exfoliative Eczematous and intra- Negative Positive 
dermatitis epidermal cell death 





*Between starting drug and onset of rash. 
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Fig 1.—Photomicrograph of biopsy specimen from patient 1 Fig 2.—Photomicrograph of biopsy specimen from patient 3 
showing inflammatory change in epidermis, vacuolation of basal showing notable spongiosis and lymphocytic inflammatory cell 
layer, and colloid body formation (arrows) (hematoxylin-eosin, infiltrate (hematoxylin-eosin, x 150). 

x 150). 


Table 2.—Clinical Data of Patients With Normal Skin Receiving Carbamazepine 











Patient/ Direct Immunofluorescence 
Age, yr/Sex Diagnosis Dosage, mg/Day Time, mo* Microscopy Findings; 
A/36/F Trigeminal neuralgia 400 13 Positive for IgM cytoidt 
B/59/M Temporal lobe and grand 400 3 Positive. Fine granular band of C3 at 
mal epilepsy dermoepidermal junctiont 
D/54/F Trigeminal neuralgia 1,600 48 Positive for IgM cytoidi 
E/43/F Temporal lobe epilepsy 600 36 Positive for IgM cytoidt 


F/29/F Temporal lobe epilepsy 300 12 Negative 











*Receiving carbamazepine. ° e 
tUsing IgG, IgM, IgA, C3, and fibrin reagents. 
iGlobular deposits of fluorescent material suggesting cytoid body formation. 
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rash (initially seen on the limbs), which gradually spread to involve 
the whole body, developed. Two months after starting the drug he 
had a generalized exfoliating eezema. General physical examina- 
tion indicated no other abnormality except for the skin findings. 
There was total involvement of the skin, which was dry and red 
with notable lichenification in some areas, particularly on the 


INearms. 


` Hematological investigations showed a hemoglobin level of 12.1 
g/dL and a WBC count of 10,400/cu mm, with a normal differen- 
tial cell count. Liver function tests, BUN level, serum electolyte 
level, protein electrophoresis level, urinalysis results, and chest 
roentgenograms were all normal. On microscopic examination, a 
biopsy specimen from the arm showed spongiosis and a lympho- 
cytic dermal infiltrate compatible with an acute ecezematous 
reaction (Fig 2). Direct immunofluorescence microscopy studies 
were negative to anti-IgG, IgM, IgA, C3, and fibrin reagents. 
The carbamazepine therapy was stopped, and the skin was 
treated with bland emollients. The rash improved and, by two 
weeks after admission, had cleared. Carbamazepine (100 mg twice 
daily) was given with the patient's full informed consent. Forty- 
eight hours later, a rash developed on his limbs and trunk that 
rapidly became generalized and itchy. When the drug therapy was 
stopped, the rash rapidly cleared within a few days. The trigemi- 
nal neuralgia remained troublesome and a trigeminal nerve 
decompression (Janetta procedure) was carried out. 


IMMUNOFLUORESCENCE MICROSCOPY STUDIES 
OF OTHERS RECEIVING CARBAMAZEPINE 


Six other patients who had been receiving only carba- 
mazepine, and who had normal skin, agreed to have 4-mm 
punch biopsy specimens taken. The biopsy specimens were 
immediately frozen in liquid nitrogen and direct immuno- 
fluorescence microscopy studies were performed on each 
by standard techniques, with anti-IgG, IgM, IgA, C3, and 
fibrin reagents." 

The patients' clinical data and the results of the direct 
immunofluorescence microscopy studies are given in Table 
2. These findings were positive in four of the six patients, 
and in three of the four they consisted solely of IgM cytoid 
bodies. These were distributed singly and in clumps of two 
or three just below the basement membrane zone. In one 
patient, in addition to the IgM cytoid body pattern, a fine 
granular band of C3 was present at the dermoepidermal 
junction. 


COMMENT 


Rashes are said to be relatively common after carbamaz- 
epine administration. It seems that most of these are 
either fairly minor, nonspecifie, or mildly eczematous. 
However, exfoliative dermatitis,’ urticaria,’ toxic epider- 
mal necrolysis,’ the Stevens-Johnson syndrome,’ and a 
systemic lupus erythematosus (LE)-like reaction'® have 
been reported previously. The Committee on Safety of 
Medicines has received about 380 reports of adverse reac- 
tions to carbamazepine, 126 of which have affected the skin 
in some way. 

Hematopoietic side effects may occur. Deaths from 


4 


aplastic anemia have been reported and agranulocytosis, 
thrombocytopenia, and leukopenia are not uncommon. 

It has been suggested that the rash may be an indicator 
of incipient bone marrow depression and therefore should 
be an absolute indication to discontinue use of the drug.? 
However, no hematological abnormalities were found in 
any of our patients despite the rashes having been present 
for some weeks. Exfoliative eczematous reactions have 
been recorded previously’ but we could find no previous 
reports of a lichen planus-like reaction to carbamazepine. 

The deposition of immunoglobulins at the dermoepider- 
mal junction of patient A is interesting in view of the 
report by Permin and Sestoft." They examined the skin of 
patients with no eutaneous reactions who were receiving 
long-term treatment with carbamazepine and diphenylhy- 
dantoin by direct immunofluorescence microscopy. Ten 
patients who were receiving carbamazepine alone were 
also examined. Nine of these had positive immunofluores- 
cence along the dermoepidermal junction with various 
combinations of IgG, IgM, C3, and fibrin. All seven 
patients who were taking diphenylhydantoin had positive 
immunofluorescence along the dermoepidermal junction 
with one or more of the reagents used. 

No comments were made about the presence of cytoid 
bodies. The authors suggested that the changes they found 
were identical to those seen in systemic LE. However, the 
clinical manifestations, histology, and immunofluorescence 
mieroscopy findings in our patient with immunoglobulin 
deposits at the dermoepidermal junction were more in 
keeping with a lichen planus reaction. 

Our findings (Table 2), that some patients who were 
receiving long-term treatment with carbamazepine and 
who do not have a rash have deposits of immunoglobulin in 
the skin, are in partial agreement with those of Permin 
and Sestoft." However, we noted more patients with 
eytoid body fluorescence, and only one out of six patients 
had any fluorescence at the dermoepidermal junction. The 
deposits may be part of immune complexes. The antigen 
component of such complexes could be the drug or one of its 
metabolites acting as a hapten. It may be that the deposi- 
tion of immunoglobulins in the skin of patients taking 
these drugs is an indication of the potential of these drugs 
to cause a variety of injuries to the skin ranging from 
erythema multiforme to lichen planus and LE. Further 
studies are planned to determine the importance of this 
unexpected and puzzling observation. 

It is unfortunate that the only way of proving carbamaz- 
epine sensitivity at the moment is to challenge the patient 
with the drug while the patient is in the hospital and under 
careful observation. Attempts at both in vitro testing with 
Iymphocyte stimulation techniques and patch testing have 
been unpredictable. We believe that it would have been 
impossible to sustain the diagnosis of drug hypersensitivi- 
ty in our three patients without the readministration of 
carbamazepine. 
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Failure of Oral Gastrointestinal Dialysis 


as Therapy for Psoriasis 


Joel T. M. Bamford, MD, Thomas T. Myers III, MD 


e Ten patients with chronic psoriasis were treated twice 
weekly with oral gastrointestinal dialysis in an attempt to clear 
psoriatic skin lesions with this method alone. In a fasting state in 
the morning, each patient drank from 3 to 6 L of an electrolyte 
solution containing 220 mmole/L of mannitol during three hours. 
The procedure was well tolerated, safe, and effective in causing 
copious diarrhea. However, after two months of therapy, these 
patients showed no substantial improvement in their psoriatic 
skin lesions. 

(Arch Dermatol 1981;117:276-277) 


pressi is a chronic, disfiguring, and occasionally dis- 
abling skin disease that affects approximately 5 mil- 
lion persons in the United States. As there is no known 
cure for psoriasis, and as conventional therapy with topical 
steroids, tars, and ultraviolet light leaves much to be 
desired, there is a continuing search for new, safe, and 
more effective means of therapy. 

Several recent reports'"* have suggested that psoriatic 
skin lesions respond favorably to peritoneal dialysis or 
hemodialysis. Tang et al’ described a method using oral 
gastrointestinal dialysis (GID) as adjunctive therapy in 
end-stage renal disease. The method was safe, simple, and 
acceptable to most patients. 

The purpose of this article is to report our preliminary 
experience using oral GID as the sole method of therapy 
for psoriasis. 


PATIENTS AND METHODS 


Patients (five women and five men) selected for this study were 
aged 22 to 51 years. They were in good health except for their 


chronic psoriasis, which was moderate to severe and was poorly - 


controlled by conventional topical therapy. When the study was 
initiated, patients had received no medications for two weeks and 
were instructed to rely solely on GID for control of their psoriasis 
during the two months projected for the study. 

Because copious diarrhea was the expected result from this 
experimental therapy, a double-blind study was not feasible. In 
lieu of randomized and paired controls, we elected to observe each 
patient during a one-month control period before the study 
began. 

Each patient had a general physical examination, received a 
written explanation of GID, and signed consent forms. Photo- 
graphs were taken one month before initiation of therapy, month- 
ly during therapy, and one month after therapy was completed. 
These photographs were randomized for review by an impartial 
medical observer who compared the photographs for lesion size, 
elevation, erythema, and scaling. 

During the therapy period, each patient came in a fasting state 
to the outpatient clinie two mornings a week. Each was weighed, 
the blood pressure (BP) was taken, and blood test results (hemo- 
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globin, hematocrit, BUN, sodium, chloride, potassium, and carbon 
dioxide) were obtained. The patient then ingested the recom- 
mended lavage solution of Tang et al’ (Table 1) at the rate of 
approximately 200 mL (one glass) every five minutes until a total 
of 3 L had been ingested. In practice, this usually took two to three 
hours. The patients were cautioned to stop drinking the solution if 
diarrhea had not occurred after they had ingested 2 L. Toilet 
facilities were made immediately available for each patient, and a 
nurse was on hand to explain the procedure and to allay any 
apprehension. After the dialysis session, the BP, weight, and blood 
data were again obtained. 

After diarrhea ceased, the patient was allowed to return home 
and resume a regular diet. After one or two treatments, patients 
learned to manage the procedure and were allowed to carry out the 
treatment at home. After four to seven weeks’ experience, six of 
the eight patients increased their intake of electrolyte solution to 6 
L (Table 2). 


RESULTS 


Two of our ten patients discontinued the treatment after 
the first two weeks because of the inconvenience of the 
therapy. The remaining eight patients found GID accept- 
able for home use. 

Diarrhea usually began within 30 minutes after starting 
the treatment and stopped within an hour after all of the 
solution had been ingested. Surprisingly, no patient com- 
plained of perianal irritation. Side effects included slight 
nausea, bloating, gas pains, and occasional vomiting. No 
serious side effects occurred in any patient. During the 
study, no substantial changes in weight, BP, or blood tests 
were found. 

Pain and itching disappeared after the first treatment in 
six of the eight patients completing the study. Scaling was 
reported by four patients as decreased or different from 
previously. 

When patients rated their treatment results on the 
“worse,” “better,” and “same” scale, two of the eight 
considered their conditions better and two worse, and the 
remaining four reported "no change" (Table 2). Neither the 
physicians involved nor the patients believed there was any 
notable improvement in psoriatic skin lesions during the 
treatment study period. Photographie studies confirmed 
this negative result. 


Table 1.—Composition of Oral Dialysis Solution* 


Molecular Formulation, 
Equivalents g/L 


Mannitol 220 mmole/L 40.0 


Sodium chloride 34 mEq/L 1.97 


Potassium chloride 4 mEq/L 0.30 


Calcium chloride 2 mEq/L 0.111 


Sodium bicarbonate 14 mEq/L 1.18 


*Calculated total sodium, 48 mEq/L; calculated total osmolarity, 328 
mOsm/L. Table constructed using data from article of Tang et al.’ 
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*Patient discontinued treatment after second week. 





Table 3.—Comparative Clearances in Gastrointestinal Dialysis 
(GID), Peritoneal Dialysis (PD), and Hemodialysis (HD) 











GID, mL/min PD, mL/min HD, mL/min 


Urea 20-30 120-180 20-30 






Creatinine 15-20 90-120 4-9 
Inulin 6 1 ve 
COMMENT 


McEvoy and Kelly,’ in the article that first focused our 
attention on the phenomenon of psoriatic skin lesions 
clearing after hemodialysis, described a patient whose 
psoriasis had antedated renal failure by 31 years. Busel- 
meier et al* reported a similar beneficial result in a patient 
with renal failure and psoriasis. The added reports of 
Chugh et al? and Twardowski et al^? suggested that both 
hemodialysis and peritoneal dialysis were effective in 
clearing the lesions of psoriasis in both uremic and nonure- 
mic patients. 

We were intrigued by the possibility of treating psoria- 
sis with a noninvasive dialysis technique that would be 
effective, safe, inexpensive, and acceptable for outpatient 
use. Initially, when six of our eight patients reported that 
itching and pain disappeared almost immediately after 
their first GID session, we were encouraged, as similar 
relief has been reported after hemodialysis and peritoneal 
dialysis in psoriatic patients. However, our patients receiv- 
ing GID did not experience subsequent skin clearing or 
improvement. At the end of the two-month study, only two 
of our patients considered their psoriasis somewhat 
improved. Our objective photographic evaluation did, 
indeed, show that these two patients’ psoriasis had 
improved slightly but that of two other patients had 
become slightly worse. 

In 1976, Phillips et al* suggested that mean clearances of 
urea and creatinine by the gastrointestinal tract of 20 to 30 
and 4 to 9 mL/min, respectively, could be achieved by 
ingesting 7 L of a mannitol-electrolyte solution. Studies 
were comparable with both patients with uremia and 
normal volunteers. 

The patients of Tang et al, with 7 L of a similar oral 
dialysate, showed an average drop in the BUN level of 12 
mg/dL but no substantial decrease in creatinine level. 

Our results using 3 and 6 L of the mannitol dialysate 
showed no changes in the serum BUN or creatinine levels. 
Failure of GID to improve psoriasis in our patients may 
have been caused by inadequate volumes of dialysate. 
However, patients do not tolerate daily oral GID, and 


Arch Dermatol—Vol 117, May 1981 


10/F/24 8 Small plaque DT DT 


wo 
e 





increased concentrations of mannitol cause extreme 
thirst. 

Improvement of psoriasis could depend on the molecular 
weight of substances removed by dialysis. Although clear- 
ances of small-molecular-weight substances such as urea 
and creatinine are comparable in GID and peritoneal 
dialysis," neither is as effective as hemodialysis (Table 3). 
Clearance of larger molecules (those with a molecular 
weight of 300 to 1,500), like those of inulin, is more 
effective in peritoneal dialysis, presumably because of the 
peritoneal membrane's larger pore size. Clearance of larger 
complexes or of cellular components (leukocytes) by GID 
has yet to be investigated. 

Recently, the basic concept of treating psoriasis with 
dialysis has been questioned by the controlled study of 
Nissenson et al'^ They treated three psoriatic patients 
with one 24-hour course of true hemodialysis during four 
days followed by an identical course one month later. A 
second group of four psoriatic patients received sham 
hemodialysis followed one month later by true hemodialy- 
sis. Subjective improvement was noted in both groups 
after the first but not after the second dialysis. No 
objective improvement in psoriasis was noted at any 
time. 

We found GID a well-tolerated therapeutie modality and 
are continuing our studies using this method. We plan to 
report later on patients receiving GID with dialysate 
volumes higher than 3 and 6 L and with different dialysis 
schedules. 


Funding for this study was provided by the Duluth (Minn) Clinic 
Foundation and the Duluth Clinie, Ltd. 
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Case Reports 


Cutaneous Involvement 


in Malignant Histiocytosis 


Case Report and Review of the Literature 


M. Ernest Marshall, MS, MD; Evan R. Farmer, MD; Donald L. Trump, MD 


@ Malignant histiocytosis (MH) is a rare, malignant neoplasm 
with protean manifestations, including fever, lymphadenopathy, 
hepatosplenomegaly, pancytopenia, and, infrequently, cuta- 
neous lesions. A patient had initial manifestations that included 
fever and skin lesions. Skin lesions began on distal areas of the 
extremities and spread to involve proximal areas of the extremi- 
ties and the abdomen. Erythematous maculopapular lesions, 
nodules, and plaques were present in various stages of develop- 
ment, which evolved into ulcerated plaques that exuded a 
serosanguineous discharge. Spontaneous healing of lesions 
occurred, leaving hyperpigmented, atrophic scars. Histological- 
ly, the deep dermis and subcutaneous tissues contained a 
diffuse infiltrate of histiocytes, lymphocytes, and mononuclear 
cells. Erythrophagocytosis by histiocytes was present in the skin 
biopsy material. Thirteen percent of 320 cases in the literature 
had skin involvement. This report and review of the literature 
indicate that, in selected cases, skin biopsy may contribute to 
the diagnosis of MH. 

(Arch Dermatol 1981;117:278-281) 


ii the original description of histiocytic medullary 
reticulosis (HMR) in 1939 by Scott and Robb-Smith,' 
more than 300 cases have been reported in the English 
literature diagnosed as HMR or malignant histiocytosis 
(MH). Our review of the literature encompasses all cases so 
labeled. Histiocytic medullary reticulosis is the clinicopath- 
ologie description originally reported by Scott and Robb- 
Smith, while MH refers to the purely pathologic descrip- 
tion of Byrne and Rappaport.” Because MH encompasses 
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all eases of HMR, we shall refer uniformly to this entity as 
MH. 

Malignant histiocytosis is a rare, usually fatal, malig- 
nant neoplasm with a multitude of disease manifestations. 
It is characterized by the infiltration of lymph nodes, liver, 
spleen, bone marrow, and other organs with atypical 
histiocytes. These histiocytes frequently display phagocy- 
tosis of erythrocytes, leukocytes, platelets, and cellular 
debris. The survival period of patients with MH is gener- 
ally short, with death occurring from infection, bleeding, or 
hepatic or renal failure. Cutaneous involvement in MH is 
uncommon. The present report describes in detail a patient 
in whom the initial manifestations of MH were skin lesions 
and fever. Three hundred twenty reported cases of MH are 
reviewed to determine the incidence and features of skin 
involvement in MH. (The review of the English literature 
included 106 references. While this manuscript cites 
selected references, a complete list is available from the 
authors on request.) 


REPORT OF A CASE 


A 60-year-old woman was admitted to The Johns Hopkins 
Oncology Center, Baltimore, for evaluation of recurrent fever and 
skin lesions. She had been in good health until approximately one 
year before admission, when cutaneous lesions first developed on 
her arms and legs. The lesions began as painless, nontender, 
nonpruritic nodules on the distal areas of the extremities. Subse- 
quently, plaque-like lesions appeared in which necrotic centers 
developed that eventually crusted and formed hyperpigmented 
eschars. The development of the skin lesions was accompanied by 
the onset of nightly temperatures of up to 38.5 °C, night sweats, 
anorexia, and weight loss. 

On admission, physical examination revealed multiple subcuta- 
neous nodules and indurated, violaceous to hyperpigmented, scal- 
ing and crusting plaques on the arms and legs. A few similar 
lesions were present on the abdomen. The centers of several of 
these lesions drained a serosanguineous exudate. Multiple erythe- 
matous macules and papules were also present in the affected 


Malignant Histiocytosis—Marshall et al 





sites. Hepatomegaly and bilateral axillary and inguinal lymphad- 
enopathy were noted (Ff 1 through 3). Marked pitting pedal and 
ankle edema was present. 

The admission hematocrit reading was 34.2%, with a hemoglobin 
level of 1.3 g/dL. Leukocyte count was 2,500/cu mm, with a 
normal differential cell count. Serum electrolyte levels and liver 

-{Qnction studies, on admission, were unremarkable except for an 
SGOT level of 69 IU/L (normal, < 23 IU/L). A chest roentgeno- 
gram was normal. 

During hospitalization, the patient had nightly temperatures of 
from 38.5 to 39 °C, but no infectious cause for the fever was found. 
A liver-spleen scan indicated a single focal defect in the right lobe 
of the liver and another defeet in the superior portion of the 
spleen. A technetium Te 99m pyrophosphate bone scan was 
normal. Computerized tomography of the abdomen showed lesions 
in the right and left lobes of the liver. 

A bone marrow aspirate was moderately hypercellular with a 
normal myeloid-to-erythroid ratio and normal erythroid and 
myeloid maturation. Numerous large histiocytes were present. 
These cells displayed striking cytoplasmic vacuolation and occa- 
sional phagocytosis of cells and cellular elements, including eryth- 
rocytes, leukocytes, platelets, and cellular debris. 

Biopsy specimens of several skin lesions on the legs were 
reported initially to be nondiagnostic, showing a nonspecific 
chronic inflammatory cell infiltrate in the deep dermis and 
subcutaneous tissue. An axillary lymph node biopsy specimen 
demonstrated a diffuse histiocytic proliferation that obliterated 
the sinusoid and follicular architecture of the node. Erythrophago- 
cytosis by histiocytes was substantial. The histologic appearance 
of the node fulfilled the six criteria set forth by Byrne and 
Rappaport’ as diagnostic of MH. After observation of the lymph 
node findings, the skin biopsy specimens were reviewed again, 
and a similar inflammatory process was found to be present in the 
skin. 


FINDINGS 


A total of five skin biopsy specimens was obtained. The 
epidermis showed notable hyperkeratosis with focal areas 
of parakeratosis, irregular acanthosis, mild papillomatosis, 
and liquefaction degeneration of the basal cell layer. In 
some sections, the epidermis demonstrated atrophy, 
degeneration, or notable pseudoepitheliomatous hyperpla- 
sia. A band-like infiltrate was present in the papillary 
dermis and consisted of lymphocytes, mononuclear cells, 
melanophages, plasma cells, and extravasated erythro- 
cytes. Edema separated the collagen bundles in the upper 
dermis. Small blood vessels were dilated and showed mild 
endothelial cell swelling. The deep dermis and subcuta- 
neous tissue contained a diffuse infiltrate consisting of 
histiocytes, lymphocytes, mononuclear cells, and extravas- 
ated erythrocytes (Fig 4 and 5). The histiocytes contained 
one or two pleomorphic nuclei and abundant amphophilic, 
vesicular cytoplasm. Nucleoli were not prominent and no 
mitoses were seen. Erythrophagocytosis by histiocytes was 
present but involved only 10% to 15% of the histiocytic cells. 
Direct immunofluorescence microscopy of biopsy material 
from a plaque failed to demonstrate deposition of IgG, 
IgM, IgA, or C3. 

After the diagnosis of MH in this patient, treatment 
with cyclophosphamide, doxorubicin, vincristine sulfate, 
and prednisone (CHOP) effected temporary partial 
improvement in skin lesions, but prolonged control of the 
disease could not be achieved. The patient died five months 
after diagnosis after a course complicated by high-output 
renal failure, the nephrotic syndrome, grand mal seizures, 
gastrointestinal tract bleeding, the development of a rec- 
tovaginal fistula, and multiple episodes of bacterial sepsis. 
Permission for postmortem examination was denied. 


COMMENT 


Malignant histiocytosis is a rare malignant neoplasm. 
The age range of patients described in the literature is 2 
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months to 90 years; the mean age is 35 years. Men are more 
often affected than women at a ratio of 2.2:1. The wide 
range of disease manifestations reflects the infiltration of 
almost any body tissue by atypical histiocytes and their 
precursors. In the series of 29 cases of MH reported by 
Warnke et al? the most frequent signs and symptoms 
included fever, lymphadenopathy, weakness, malaise, and 
weight loss. The most frequent physical findings at the 
time of initial examination included fever (75.9%), lym- 
phadenopathy (72.4%), splenomegaly (37.9%), hepatomega- 
ly (41.4%), and jaundice (6.9%). Initial laboratory abnormal- 
ities included anemia, leukopenia, leukocytosis, and throm- 
bocytopenia. The frequency of these findings is in close 
agreement with that found in two other large series.‘ 

The antemortem diagnosis of MH may be elusive. The 
clinical presentation is not unique, but is common to a 
variety of other diseases less rare than MH. With the 
exception of the lymph node, the histopathologic findings 
in involved tissues may resemble disorders other than MH. 
Establishment of the diagnosis requires both a high index 
of suspicion and close communication between clinician 
and pathologist. Tissues useful in arriving at a diagnosis 
include those from the lymph node, the liver, the spleen, the 
bone marrow, and, in selected cases, the skin. Byrne and 
Rappaport? set forth six histologic criteria for the diagno- 
sis in lymph node biopsy specimens. These include (1) 
proliferation of cytologically identifiable histiocytes with- 
in the subcapsular or medullary sinuses and/or within the 
lymphoid parenchyma; (2) cytologic atypia of histiocytes; 
(3) evidence of phagocytosis by histiocytes of RBCs, WBCs, 
lipid material, and/or cellular debris; (4) absence of cohe- 
sive masses of histiocytes; (5) presence of plasma cells in 
varying numbers; and (6) absence of capsular invasion. 
Histiocytic infiltrates in the spleen are found primarily in 
the red pulp and, in the liver, are either portal or parenchy- 
mal in distribution. Atypical histiocytes in the bone mar- 
row, as in other tissues, may display erythrophagocytosis, 
leukophagocytosis, thrombophagocytosis, and/or phagocy- 
tosis of cellular debris. While infiltrates of phagocytic 
histiocytes in the liver and bone marrow are characteristic 
of MH, they are certainly not unique to that disease. 
Support for the diagnosis must be sought in other tissues, 
lymph node and skin lesions being generally more accessi- 
ble. 

Of the 320 cases of MH found in the literature, 42 
(13.1%)*** were reported to have skin involvement. The age 
range for patients with cutaneous involvement was the 
same as that for the entire patient population. Skin lesions 
were part of the initial symptoms in 22 patients (6.9% of all 
patients with MH). Of the 42 patients with eventual skin 
involvement, the skin was involved at presentation in 
52.4%. Skin lesions have been described on the face, scalp, 
chest, back, and abdomen**-*-*:92:2* they seem to occur 
slightly more frequently on the extremities, especially on 
the lower parts of the legs, 9-5-10:12.14-16.21.25.24 

Several patterns of clinical skin involvement have been 
described. The lesions may begin as an erythematous 
maculopapular eruption that evolves to form sealing or 
crusting purple macules, papules, or plaques,®-5-12-14-17.19.21.23 
or the lesions may begin as cutaneous or subcutaneous 
nodules that subsequently undergo necrosis and ulcera- 
tion.'^!*?* As in the present case report, both patterns may 
be seen in the same patient. 

Ho and Todd“ described the following dermatopathologic 
features of MH in the skin: (1) a deep dermal and subcuta- 
neous infiltrate that*is often perivascular and periappen- 
dageal; (2) inflammatory cell infiltrates, including histio- 
cytes, similar to those seen in lymph nodes; and (3) 
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Fig 2.—Early erythematous maculopapular lesion (top center) and 
slightly more advanced lesion forming purple plaque (bottom 
center). 





Fig 1.—Lower part of leg showing multiple cutaneous lesions in 
various stages of evolution. These include erythematous macules 
and papules, purplish plaque-like lesions, and ulcerated plaques 
with necrotic centers and serosanguineous ~»udate. 





Fig 4.—Photomicrograph of dermal-subcutaneous tissue junction 
showing polymorphic infiltrate consisting of lymphocytes, mono- 
nuclear cells, and various-sized uninuclear and multinuclear 
histiocytic cells (hematoxylin-eosin, original magnification 
x 100). 





Fig 5.—View from left lower quadrant of area shown in Fig 4 
showing three multinucleated histiocytic cells containing phago- 
Fig 3.—Advanced lesions displaying central necrosis of purple cytosed erythrocytes (hematoxylin-eosin, original magnification 
plaques with slight serosanguineous exudate. x 250). 
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subcutaneous fat necrosis, which may or may not be 
present but may be.extensive. Features that tended to 
negate the diagnosis included the situation of the neoplas- 
tic infiltrate at the dermal-epidermal junction and the 
presence of cohesive masses of tumor cells. 

Histologically, the epidermis is not primarily in- 
*Volved*^55::2.19 although, occasionally, epidermal ulcera- 
tion or edema may occur.*'* Free histiocytes have been 
reported in the epidermis when edema is present. Neo- 
plastie and inflammatory cell infiltrates are found in the 
middle and lower dermis with relative sparing of the upper 
dermis.*-**-1°-1?-14.16.18.19.23 Perjvascular and periappendageal 
infiltrates are common features. Subeutaneous fat necrosis 
may be seen occasionally. The cutaneous infiltrate consists 
of morphologically typical and atypical histiocytes, and 
may contain eosinophils, lymphocytes, and plasma cells. 
The atypical histiocytes contain one or more round or oval 
nuclei containing one or two nucleoli. The cytoplasm is 
eosinophilic and often vacuolated. Erythrophagocytosis by 
histiocytes may be seen in the dermis,**:"°:-?5 but it is not a 
universal histologic feature. Nuclear debris and fragments 
of ingested leukocytes and platelets may be seen. Mitotic 
figures may be found. 

Several dermatopathologic features distinguish MH 
from histiocytic lymphoma. While the malignant infiltrate 
is located in the deep dermis and subcutaneous tissue in 
MH, it is usually found in the middle to upper dermis in 
histiocytic lymphoma. The composition of the infiltrate 
also differs in these two entities. As has been described, 
the infiltrate in MH is polymorphic, while, in histiocytic 
lymphoma, the infiltrate is usually composed of a single 
cell type. The presence of cohesive masses of histiocytes 
would favor the diagnosis of histiocytic lymphoma. While 


erythrophagocytosis is commonly seen in MH, it is not a 
feature of histiocytic lymphoma. Finally, the histiocytes in 
MH are noted to have a more eosinophilic cytoplasm than 
those of histiocytic lymphoma. 

While current therapy for MH is unsatisfactory, the 
present case, along with descriptions in two reports from 
the literature,'** suggests that the skin lesions in MH may 
respond at least partially to cytotoxic therapy. 

The rarity of this disease, combined with the difficulty 
of diagnosing it, accounts for the scarcity of data concern- 
ing therapy. Too often the diagnosis is made only at 
autopsy. The antemortem diagnosis requires a high degree 
of suspicion in the proper clinical setting and the availabil- 
ity of tissue for histologic examination. While liver and 
lymph node biopsy specimens are of great value, they 
require invasive procedures. Bone marrow, although easily 
accessible, may be less useful in making the diagnosis. This 
report describes a patient with extensive skin involvement 
by MH and illustrates the pattern of skin involvement that 
may be seen. While there is nothing pathognomonie, or 
even diagnostie, about the gross appearance of the skin 
lesions, biopsy of these lesions, in patients in whom the 
diagnosis of MH is suspected, may be useful in confirming 
the diagnosis. 


This study was supported in part by Public Health Service grant 
CA-17970 from the National Cancer Institute, National Institutes of Health, 
US Department of Health, Education, and Welfare. 

Dr Trump is the recipient of an American Cancer Society Junior Faculty 
Fellowship. 


Nonproprietary Name and Trademark of Drug 


Vincristine sulfate—Oncovin. 
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Cytomegalic Inclusion Disease of the Skin 


Ching-Shen Lin, MD; Pedro D. Penha, MD; Madurai N. Krishnan; Frederick G. Zak, MD 


€ Acute cytomegalovirus infection was associated with two 
episodes of morbilliform eruption in a patient receiving ampicil- 
lin therapy. Shortly after the eruption cleared, the patient died. 
Histologic examination of the skin indicated a cytomegalovirus 
infection of the vascular endothelium with luminal obliteration, 
stasis, vasculitis, and thrombus formation. 

(Arch Dermatol 1981;117:282-284) 


Pas or purpura is commonly seen in congenital 
cytomegalovirus (CMV) infection. In acquired CMV 
infection, in addition to petechiae and purpura caused by 
thrombocytopenia, a macular, maculopapular, acneform, 
or morbilliform rash with or without pruritus has been 
observed, particularly in CMV mononucleosis after ampi- 
cillin therapy.’ We encountered a patient who had two 
episodes of a generalized rash that was proved histological- 
ly to be caused by CMV vasculitis accompanied by stasis 
and fibrin thrombosis. 


REPORT OF A CASE 


A 67-year-old man with diabetes mellitus and chronic alcoholism 
was hospitalized because of painless jaundice, itching, dark- 
colored urine, and clay-colored stools of one week’s duration. One 
day before hospital admission, he had four episodes of diarrhea. 
On admission, physical examination indicated a chronically ill and 
febrile (37.8 °C) man who was notably icteric. His heart and lungs 
were unremarkable. Spider angiomata and engorged superficial 
veins were seen on the abdomen, which was distended by ascites. 
The liver was palpable three fingerbreadths below the right costal 
margin, and the spleen was not palpable. There was a moderate 
degree of pedal edema. 

The patient’s hemogram showed a WBC count of 15,000/cu mm 
with a differential cell count of 80% polymorphonuclear cells, 5% 
band cells, and 13% lymphocytes. The platelet count was 450,000/cu 
mm; hematocrit value, 39.8%; and hemoglobin level, 18.6 g/dL. The 
blood chemistry studies showed the following values: serum glu- 
cose, 88 mg/dL; BUN, 38 mg/dL; SGOT, 484 mU/mL (normal, 7 to 
40 mU/mL); lactic dehydrogenase, 368 mU/mL (normal, 100 to 225 
mU/mL); alkaline phosphatase, 247 mU/mL (normal, 30 to 115 
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mU/mL); total bilirubin, 26.4 mg/dL, with direct at 25.2 mg/dL; 
total protein, 6.2 g/dL; and albumin, 2.5 g/dL. The urine was dark 
and showed a positive reaction for urobilinogen in a 1:80 dilu- 
tion. 

The patient was studied for possible obstructive jaundice. 
Results of ultrasound studies, an abdominal scan, an upper 
gastrointestinal (GI) tract series, and a serum a-fetoprotein test 
were normal. On the ninth hospital day, percutaneous transhepatic 
cholangiography was attempted but failed. After that procedure, 
he was treated with ampicillin sodium, 1.0 g intravenously every 
six hours for six days, and then ampicillin trihydrate, 500 mg 
orally four times daily for another six days. Liver biopsy was done 
three days after cholangiography, and the results indicated acute 
alcoholic hepatitis. Due to a rising blood ammonia level, he also 
was given lactulose syrup, 30 mL three times daily. 

The patient's general condition improved slightly two weeks 
after admission and his total bilirubin level dropped to 15 mg/dL, 
but impaired renal function developed. He was then given predni- 
sone, 20 mg orally three times daily. On the day after steroid 
therapy was begun (16 days after the start of and four days after 
the cessation of ampicillin therapy), severe itching and a morbilli- 
form rash, which appeared initially on his legs and then spread to 
his trunk, arms, and face, developed. A presumptive diagnosis of 
an ampicillin eruption was made. The rash started fading after 
three days but recurred two days later and lasted three additional 
days. After the appearance of the rash, the patient's general 
condition progressively deteriorated. Terminally, he had a 
decreased number of platelets in the peripheral blood smear. No 
blood transfusions were given. He died 15 days after onset of and 
seven days after clearing of the rash, 40 days after hospital 
admission. 

Autopsy disclosed the following: alcoholic hepatitis, acute nonul- 
cerative CMV colitis, and CMV inclusion bodies in endothelial cells 
of the GI tract, spleen, lymph nodes, renal glomeruli, adrenals, 
esophagus, lungs, trachea and larynx; in hepatocyte, thyroid, 
parathyroid, adrenal cortical cells; in acinar cells of the pancreas; 
in epithelial cells of the bile ducts and the GI tract; in pulmonary 
alveoli; and in the muscularis propria of the small and large 
intestines. 

There was no rash, petechiae or purpura seen at autopsy, but a 
random piece of abdominal skin was removed for histologic 
examination. The epidermis and dermis were essentially normal. 
In the subcutaneous tissue, CMV inclusion bodies were seen in the 
endothelium of capillaries (Fig 1) and of small blood vessels (Fig 2 
and 3). A free inclusion-bearing cell also was seen in a vascular 
lumen (Fig 4). Many capillaries were obliterated by cells contain- 
ing inclusion bodies (Fig 1) and showed stasis, mild polymorpho- 
nuclear and mononuclear cell infiltration in or around the vascular 
wall, and some thrombi (Fig 3). Mild extravasation of RBCs and 
mild perivascular hemosiderin deposition also were seen. 
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Fig 1.—Occlusion of subcutaneous capillaries by swollen endo- 
thelial cells with cytomegalic inclusions, stasis and minimal 
leukocytic infiltration, and extravasation of erythrocytes (hema- 
toxylin-eosin, x 360). 


Fig 3.—Three cytomegalic inclusions in endothelial cells of one 








Fig 2.—Dilated subcutaneous blood vessel with cytomegalic 
inclusion in endothelium, stasis, and moderate leukocytic infiltra- 
tion (hematoxylin-eosin, x 360). 


Fig 4.—Dilated blood vessel containing detached endothelial cell 
with intranuclear and intracytoplasmic inclusion bodies (hema- 





Case 


Reference 


Present case 


Tindicates autopsy. 


{Indicates biopsy and autopsy. 


Sex 


*NS indicates not stated; RNS, rash not stated. 


dilated blood vessel with thrombus (hematoxylin-eosin, x 360). 
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toxylin-eosin, x 360). 
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Reported Cases of Cutaneous Cytomegalic Infection* 


Clinical Features 


Wegener's granulo- 
matosis 


Debilitation, intersti- 
tial pneumonia 


Lymphosarcoma, ul- 
cerative colitis 

Bronchial carcinoma, 
adrenal hyperpla- 
sia, Cushing's syn- 
drome 

Lupus erythematosus, 
cirrhosis of liver, 
splenectomy 

Debilitation, malnutri- 
tion pancytopenia 


Renal transplant 


Alcoholic hepatitis 


Treatment 


Antibiotics, pred- 
nisone, blood 
transfusion 


Antituberculous 
drugs, predni- 
sone, no anti- 
biotics 


Prednisone, aza- 
thioprine 


Hemodialysis, 
azathioprine, 
prednisone, am- 
picillin 

Ampicillin, predni- 
sone 


Skin Manifestations 


Rash on buttocks after 
penicillin G benzathine 
therapy, and terminal 
purpura 

Perineal and nasolabial 
ulcers, RNS* 


Maculopapular rash on ex- 


posed skin, terminal pe- 
techiae on legs 

Generalized pruritus, pap- 
ules and ulcers of anal 
skin, RNS* 

Two large necrotic skin 
ulcers on left elbow and 
right thigh 1 yr after 
transplantation 


Rash and pruritus after 
ampicillinetherapy 





Skin Pathology 


Inclusion bodies in capil- 
lary endothelium of 
purpuric lesions; 


Inclusion bodies in capil- 
lary endothelium of 
skin ulcers} 


Inclusion bodies in skin? 


Inclusion bodies in capil- 
lary endotheliumt 


Inclusion bodies in capil- 
lary endothelium of pe- 
techial lesions? 


Inclusion bodies in skin 
ulcerst 


Inclusion bodies in endo- 
thelium and pericytes 
of skin ulcers, vasculi- 
tisi 

Inclusion bodies in endo- 
thelium of subcuta- 
neous tissue, vasculi- 
tist i 
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COMMENT 


The rash in this case developed 16 days after starting 
and four days after stopping ampicillin therapy. Clinically, 
the rash was compatible with an ampicillin eruption.*^ A 
rash commonly occurs in CMV mononucleosis as well as in 
infectious mononucleosis,"* but this patient did not have 
atypical lymphocytosis on the peripheral blood smear. To 
our knowledge, there is no histologic study of ampicillin 
eruption in CMV mononucleosis reported in the literature. 
Two reports of ampicillin eruptions in otherwise healthy 
persons showed nonspecific inflammatory change’ or peri- 
vascular and perifollieular mononuclear cell infiltration in 
the dermis.* The development mechanism of ampicillin 
rash is still unknown, but it has been postulated that 
ampicillin polymer-mediated lymphocyte stimulation may 
influence its development. However, the exanthemata 
that may occur in acute CMV infection or CMV mononu- 
cleosis without ampicillin therapy have never been satis- 
factorily explained. 

The findings of CMV inclusion bodies in capillary endo- 
thelium with stasis, extravasation of erythrocytes, inflam- 
matory cell infiltration, and perivascular hemosiderin 
deposition in this case suggest that the two episodes of 
transient rash may be caused by CMV skin infection. 
Ampicillin therapy could have been a contributory factor to 
the rash. Cases 1 and 5 noted in the Table (reported cases of 
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CMV skin infection) have shown CMV inclusion bodies in 
purpuric and petechial lesions even in the early stages of 
their eruptions. To our knowledge, viral inclusion bodies 
seen in vascular endothelium on a light microscope are 
caused only by CMV. To confirm the presence of CMV 


infection, complement fixation titer studies and viral cul- 


tures should be performed. 

We postulate that in the early stages of CMV infection 
or its reactivation, there are viremia and an intraendothe- 
lial viral phase in which a transient rash and vasculitis may 
occur. In the later stages or in severe infection, cutaneous 
ulcerations may develop. 

Only seven cases of CMV skin infection have been 
reported in the literature." This small number of 
patients might have been larger if microscopic study of the 
skin had been carried out more frequently in cases of 
possible CMV infection showing a rash with or without 
petechiae or purpura. 


Nonproprietary Names and Trademarks of Drugs 


Ampicillin sodium—Ameill-S, Omn-N, Penbritin-S, Polycillin-N, 
Principen, Totacillin-N. 

Ampicillin trihydrate— A mc?ll, Am-Pen, Amplin, Principen, Sup- 
en, Totacillin. 

Azathioprine—Jmuran. 

Lactulose—Cephulac, Chronulac, Duphalac. 
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The Keratitis, Ichthyosis, 
and Deafness (KID) Syndrome 


Boyd A. Skinner, MD; Mary C. Greist, MD; Arthur L. Norins, MD 


e We describe here a patient with ichthyosis, keratitis, deaf- 
ness, and recalcitrant cutaneous bacterial and fungal infections, 
who was previously described as having hereditary hypohidrotic 
ectodermal dysplasia. Similarly affected patients described in 
the literature have the following features in common: (1) a 
distinctive ichthyosis characterized by a fine dry scale, follicular 
hyperkeratotic spines, and a reticulated pattern of hyperkerato- 
sis on the palms and soles; (2) a vascularizing keratitis that 
results in notable visual impairment; and (3) neurosensory 
deafness. One half of the affected patients also display frequent, 
severe cutaneous infections. We suggest the name “the KID 
syndrome” to emphasize the characteristic features of the 
syndrome—keratitis, ichthyosis, and deafness. 

(Arch Dermatol 1981;117:285-289) 


D 1915, Burns' described a patient with "generalized 
congenital keratoderma" associated with keratitis and 
deafness. Since that time, at least 17 similar patients have 
been described under a wide variety of diagnostic or 
descriptive labels (Table). We have observed such a 
patient at Indiana University School of Medicine, India- 
napolis, for the past 11 years. Her ophthalmologic and 
dermatologie abnormalities were reported previously in 
the ophthalmology literature.* Since the time of the origi- 
nal report, her condition has progressed and complications 
have developed for which effective therapies have been 
devised. We describe here the subsequent course of her 
disease. 


REPORT OF A CASE 


A 24-year-old woman had a vascularizing keratitis, ichthyosis, 
and congenital neurosensory deafness for the past 11 years (Fig 1). 
She was born after an uncomplicated gestation, labor, and deliv- 
ery. Specifically, there was no known exposure to rubeila and ro 
family history of skin problems, visual disturbances, or deafness. 
Red, dry, scaling skin and deafness were present at birth. Two 
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siblings have been in good health. 

During childhood, the patient had had intermittent skin infec- 
tions, and a pannus of the right eye had developed. Childhood 
photographs revealed very sparse scalp, body, and eyebrow hair. 
Hyperkeratosis of her hands, feet, and elbows gradually became 
more troublesome. In 1969, when she was 14 years old, she was 
admitted to Indiana University Medical Center for diagnostic 
studies and a superficial keratectomy of the right eye. The corneal 
pannus in the right eye was surgically removed, resulting in 
improved visual acuity. Her intelligence seemed to be normal, and 
she subsequently completed her junior year of high school at a 
school for the deaf. In March 1977, she was admitted again for 
diagnostie evaluation. 

At that time, physical examination indicated generalized dry- 
ness and scaling of the skin. The flexor and extensor surfaces of 
the extremities were equally affected. The palms and soles had a 
distinctive, fine, reticulated hyperkeratosis (Fig 2). Well-cireum- 
scribed, inflamed verrucous plaques were present over the occipi- 
tal area and upper part of the back (Fig 3). There were acne-form 
lesions on her face, back, and chest with large, tender, draining 
abscesses (Fig 4). There were areas of woody induration, with 
pockets of fluctuant, pungent debris interconnected by draining 
sinuses that were present on the right lateral part of the leg, in the 
inguinal areas, around the umbilicus, under the left breast, and on 
the presternal area. There was scarring of the scalp with only 
patches of hair remaining. The eyebrows and eyelashes were 
scanty. The nails were thickened and dystrophic with proximal 
leukonychia. The teeth appeared normal except for numerous 
caries. Rugae of the buccal mucosa and a deep midline fissure of 
the tongue were noted. The patient’s visual acuity was somewhat 
decreased (right eye, 20/50; and left eye, 20/25). 

Data from the following laboratory studies were normal or 
negative: complete blood cell count, urinalysis, VDRL, FTA-ABS, 
serum electrolytes, SGOT, alkaline phosphatase, SGPT, serum 
lactic dehydrogenase, creatinine phosphokinase, serum calcium, 
serum phosphorus, fasting blood glucose, serum cholesterol, trigly- 
cerides, total serum proteins, bilirubin, BUN, uric acid, creatinine, 
antinuclear antibodies, and lupus erythematosus preparation. The 
chest roentgenogram was normal. The serum zinc level was 33 
mg/dL (normal, 63 to 186 mg/dL). The serum carotene level was 46 
mg/dL (normal, 50 to 250 mg/dL). Skin test results were positive 
to mumps, Candida, Trichophyton, streptokinase-streptodornase, 
and PPD antigens. Gram-positive and Gram-negative serum 
antibodies measured by the techniques described by Crowder and 
White's and Crowder et*al" gave the following results: Enterobact- 
er sp, negative; Klebsiella sp, negative; Bacteroides fragilis, 
negative; Staphylococcus aureus, positive; Serratia sp, negative; 
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Clinical Features of Patients With the Keratitis, Ichthyosis, and Deafne 


Patient 
Source, yr No./Sex Ears Eyes 
Burns,' 1915 1/M Neurosensory Vascularizing ker- 
deafness atitis 
Taussig,’ 1939 2/F Neurosensory Pannus (since 15 
deafness years old) 
Haxthausen,” 1955 3/F Neurosensory 
deafness 
Franceschetti et al,* 4/M Photophobia; 
1956 tearing; corneal 
changes 
Schnyder et al,” 5/F Deaf Normal 
1968 
Morris et al,^ 1969 6/M Neurosensory Corneal abrasions 
deafness 
Beare et al,’ 1972 7/F Deaf (since birth) | Normal 
Wilson et al,’ 1973 8/F Deaf (since birth) | Pannus; vascular- 
izing keratitis 
Milot and Sheridan,’ 9/F Conduction deaf- Central corneal 
1974 ness leukomas 
Rycroft et al,'° 1976 10/M Deaf Vascularizing ker- 
atitis 
Rycroft et al," 1976 11/M Deaf Vascularizing ker- 
atitis 
Baden and Alper," 12/M Deaf Vascularizing ker- 
1977 atitis 
Baden and Alper," 13/M Deaf Keratitis with 
1977 scarring 
Britton et al," 1978 14/M Deaf Normal cornea 
Senter et al,'? 1978 15/M Neurosensory Vascularizing ker- 
deafness atitis 
Silvestri, ^ 1975 16/M Neurosensory Vascularizing ker- 
deafness atitis 
Cram et al,'^ 1979 17/F Deaf (since 4 Vascularizing ker- 
years old) atitis 
Cram et al, 1979 18/F Mild high-frequen- Vascularizing ker- 


cy neurosenso- 
ry deafness 


atitis 


Nails 
Dystrophic 


Normal 


. Thick nail plate 


Dystrophic; thick- 
ened nails with 
yellowing 


Leukonychia 


Candida infection 


White 


Absent 
Hypoplastic 
Dystrophic 
Dystrophic; in- 
fected 


Complete leuko- 
nychia 


White; thick 


Hair 


Skin 


Sparse; blond; dry Hyperkeratotic buttocks, 


No eyebrows or 
eyelashes 


Thin; dry 


No eyebrows 


Loss of few scalp 
hairs 


Normal 


Sparse 


Fine; short 


No eyebrows or 
scalp hair 


Scanty eyebrows 


Thin with scarring 
alopecia 


Absent 


Absent scalp and 
body hair 

No hair; no eye- 
brows or eye- 
lashes 


Scarring alopecia 
of scalp; loss of 
eyebrows 

Sparse; no eye- 
brows or eye- 
lashes 

Sparse scalp hair; 
sparse eye- 
brows and eye- 
lashes 


palms, soles, elbows, 
knees, scalp, and neck , 


Redness; ichthyosis 


Red, papillomatous scalp, 
cheeks, neck, axillae, el- 
bows, knees, wrists, plams, 
and soles; “dotted and 
wavy pattern in bas-relief” 


Generalized follicular spines 


Ichthyosiform dermatitis 


Generalized hyperkeratosis, 
especially on palms and 
soles 


Ichthyosiform dermatitis 


Thick palms and soles; buc- 
cal mucosa rugae 

Generalized hyperkeratosis, 
especially on face, elbows, 
and knees 


Hyperkeratotic palms 


Well-demarcated warty 
plaques 

Hyperkeratotic skin on chin, 
cheeks, elbows, knees. 
palms, soles, and bt ks — 


Ichthyosiform dermatitis 
Generalized hyperkeratosis E 
v'ith follicular spines 
Dry, red plaques on elbows 
and knees; thick palms 
and soles 
Hyperkeratotic; red 


Verrucous plaques; “dotted 
and wavy pattern" on 
palms 


"Leathery palms" 


Pseudomonas sp, positive; and Proteus sp, positive. Polymorphonu- 
clear leukocyte chemotaxis was studied with modified Boyden 
chamber and nucleopore filler and was reported as normal. 
Polymorphonuclear leukocyte phagocytosis studied with an eight- 
chamber tissue culture slide and killed yeast cells was reported as 
normal. Quantitative immunoglobulin test results were: IgG, 2,408 
mg/dL (normal, 685 to 1,551 mg/dL); IgA, 400 mg/dL (normal, 63 
to 390 mg/dL); IgM, 225 mg/dL (normal, 77 to 396 mg/dL); IgD, 20 
mg/dL (normal, 0.4 to 18.1 mg/dL). 

Staphylococcus aureus, Pr mirabilis, Escherichia coli, and B 
fragilis grew from the cultures from the skin of the chest. 
Trichophyton rubrum repeatedly grew from cultures from verru- 
cous plaques on the neck. Nail cultures for fungi were negative. 

A biopsy specimen from the forearm showed basket-weave 
hyperkeratosis and follieular hyperkeratosis with a normal granu- 
lar layer (Fig 5). Tissue from a verrucous plaque on the upper part 
of the back showed hyperkeratosis and acanthosis. Multiple areas 
of granulomatous inflammation of the dermis with foreign-body 
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giant cells were noted. The PAS and Gomori methenamine silver 
stains showed numerous hyphae in the stratum corneum. 

The patient was treated with oral dicloxacillin sodium, oral 
griseofulvin, and 0.2596 acetic acid compresses, with little improve- 
ment. With the addition of topical miconazole nitrate cream, the 
appearance of the verrucous plaques improved dramatically. The 
patient's skin has remained clear with daily use of the miconazole. 
Topical 196 clindamycin hydrochloride solution has been used on 
the face and upper part of the trunk during the last two years. The 
severe pyoderma and aene vulgaris have been gradually brought 
under control. Presently, the patient is also taking a zine and a 
vitamin A supplement. 


COMMENT 
Our patient, previously described as having a form of 
hereditary hypohidrotic ectodermal dysplasia with corneal 
involvement, is now recognized as having the syndrome of 
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yhdrome 


iQ Other 
Normal Buccal mucosa; leukoplakia 


Decreased vitamin A 
levels; perioral 
fissure 


No fungi; positive 
Trichophyton 
skin test 
Questionable Decreased vitamin A 
retardation levels 


Normal No sweating 


Retarded Neuropathy; white patches; buccal 


mucosa; tongue deeply fissured 


Normal Severe acne; fungal 
infection; pyoderma; 


hypoplastic right breast 


Dental caries; 
Staphylococcus aureus 
skin infection 


Carious teeth; chest infection 


Normal 


Normal 
Cryptorchism 


Normal Skin infection 


Normal Skin infection; 


squamous cell carcinoma of tongue 
Pulmonary and urinary 
tract infections 
Childhood diarrhea; 
tight heel cords; 
bilateral cryptorchism 
Tight hamstrings; 
delayed adult dentition; 
skin infections 
Decreased sweating; 
carious teeth; short heel cords 


Normal 
Normal 
Normal 


Normal Tight heel cords; 


carious teeth; heat 
intolerance; decreased sweating 


keratitis, ichthyosis, and deafness (KID) recently discussed 
by Baden and Alper" and Cram et al.» Our patient showed 
a striking resemblance to these previously described 
patients and to several other patients described in the 
literature. Some titles of the articles were "Keratosis 
Follicularis Spinulosa Decalvans,"'? “Corneal Leukomas in 
Ichthyosis,"* and "Generalized Spiny Hyperkeratosis and 
Universal Alopecia and Deafness."5 The consistent fea- 
tures of this syndrome are ichthyosis and deafness, which 
have been present in all the patients described. Multiple 
other abnormalities have been associated with many of the 
cases and are listed in the Table. 

The ichthyosis is usually present at birth in the form of 
diffusely erythematous, thickened skin that desquamates 
in thé first few weeks of life. Frequently, erythematous, 
sometimes verrucous, plaques develop. These plaques are 


Arch Dermatol—Vol 117, May 1981 





Fig 1.—Current appearance of patient. Note absence of eyebrows 
and scanty eyelashes and scalp hair. 


Fig 2.—Diffuse hyperkeratosis of palms with distinctive reticulated 
pattern. 
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Fig 3.—Posterior part of patient's neck at age 21 years showing 
verrucous plaque and follicular prominence of relatively normal 
skin. 


well marginated and often have a serpiginous configura- 
tion. Since T rubrum was cultured and hyphae were seen 
on the skin biopsy specimens from these plaques in our 
patient, perhaps the verrucous lesions noted in other 
patients also resulted from dermatophyte infections. 
Severe diffuse hyperkeratosis of the palms and soles with 
characteristic "dotted and wavy pattern in bas-relief”? 
has been noted regularly. Our patient demonstrated the 
fine, reticulated pattern of hyperkeratosis of the palms 
and soles similar to that noted by Haxthausen’ and Cram 
et al.'^ We believe that this “reticulated” pattern may serve 
as a reliable marker for the syndrome. Perioral furrowing 
has also been noted in this disorder by several 
authors.?-'*.!? 

Previous histopathologic findings in the skin have varied 
somewhat, but notable hyperkeratosis with a basket-weave 
pattern and an undulating or papillomatous epidermis, 
follicular and eccrine duct dilation, and keratin plugging 
seem to be the most consistent features. 

There is little information in the literature on the 
appearance of the oral mucosa and tongue. Our patient had 
a deep fissure along the dorsal midline of the tongue and 
rugae of the buccal mucosa that may or may not be 
characteristic of this syndrome. The patient of Burns' was 
noted to have leukoplakia of the buccal mucosa. The patient 
of Beare et al' had white patches on the buecal mucosa and 
a deeply fissured tongue. A squamous cell carcinoma of the 
tongue developed in one of the patients of Baden and Al- 
pen." 

The deafness is frequently severe or total and occurs on a 
neurosensory basis. It is usually present at birth or noted in 
the first two years of life. 

A vascularizing keratitis of the coraea producing photo- 
phobia and a notable decrease in visual acuity, occasionally 
progressing to total blindness, has been reported in about 
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Fig 4.—Secondary infection with abscess formation around left 


breast. Follicular plugging of relatively uninvolved skin is also 
apparent here. 








Fig 5.—Biopsy specimen taken from right arm showing basket- 
weave hyperkeratosis with follicular plugging and presence of 
eccrine glands in dermis (hematoxylin-eosin, original magnifica- 
tion x 63). 


three fourths of the patients with this syndrome. 

There are numerous other associated anomalies that 
have been seen in many, but not all, of the described 
patients with this syndrome. Increased susceptibility to 
cutaneous infections has been noted in about one half of 
the cases. This accounted for substantial morbidity in our 
patient. The heavy, purulent drainage from the abscesses 
on the scalp, breasts, legs, umbilicus, and inguinal areas 
produeed discomfort on walking, staining of clothing, and 
an offensive odor that caused social problems. Also, our 
patient had recalcitrant and widespread dermatophyte 
infections. She showed little improvement to antibacterial 
antibioties or oral griseofulvin, but did improve while 
receiving topical antifungal (miconazole cream) and topical 
antibiotic (1% clindamycin hydroalcoholic solution) prepa- 
rations. 

All described patients with increased susceptibility to 
skin infections had no apparent problems with systemic 
viral or bacterial infections and had no clinical or laborato- 
ry evidence of notable immunologic defects in either the 
cellular or humoral system. 

About half of the patients have been noted to have 
absent or scanty hair, eyebrows, and eyelashes. The scalp 
hair frequently is sparse in childhood. Secondary infection 
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of the scalp with concomitant scarring may result in 
further hair loss. It has been suggested that the alopecia 
may be a secondary phenomenon related to follicular 
plugging.’ 

Leukonychia or thick, dystrophic nails have been noted 
in several of the patients. Our patient had numerous 
‘thickened, dystrophic nails and leukonychia in six finger- 
nails. Cultures from the nails were negative for fungi, and 
the nails did not improve with oral griseofulvin therapy. 

Intelligence has been normal in most reported cases, 
although two patients with mental retardation have been 
described.» 

Many patients have been noted to have areas of 
decreased or absent sweating although skin biopsy speci- 
mens have routinely showed normal eccrine glands. Our 
patient's condition was initially diagnosed as hereditary 
hypohidrotie ectodermal dysplasia because of her problem 
with decreased sweating. We now believe that the abnor- 
malities with sweating are secondary to the hyperkeratosis 
and plugging of the eccrine ducts. 

The cause of the KID syndrome is unknown. No mater- 
nal illness or notable histories of maternal ingestion of 
drugs or toxins have been reported. It may be a genetically 
transmitted disorder. If so, it is probably inherited as an 
autosomal recessive trait since a family history of the 


condition has been absent in all reported cases. No affected 
siblings have been described to date in the literature. The 
syndrome also might be produced by spontaneous mutation 
of a dominant gene. Also, several patients have been noted 
to have decreased serum carotene, vitamin A, or zinc 
levels suggesting associated malabsorption problems. 

In this syndrome, the deafness is usually severe and 
benefits little from hearing aids. The keratitis may also be 
severe and may progress to blindness. Some disease mani- 
festations, however, may be partly responsive to treat- 
ment. Our patient's visual acuity improved after superfi- 
cial keratectomy. We found that topical antifungal and 
topical antibiotic agents, combined with conscientious 
hygiene of the skin, were superior to oral therapy in 
controlling the cutaneous fungal and bacterial infections. 
supportive therapy, undertaken to maintain the patient's 
motivation for treatment was also important in our case. 


Bruce Peterson, PhD, performed the immunologic studies. Arthur White, 
MD, performed the Gram-negative and Gram-positive antibody studies. 


Nonproprietary Name and Trademarks of Drug 


Miconazole nitrate—Micatin, Monistat. 
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Successfully Treated With Miconazole 


Oon Beng Bee, MBBS, MRCP, DIPDerm; Tulip Tan, MBBS, FRACP; Roger Pang, MBBS, DIPVen 


è An 81-year-old man with primary cutaneous cryptococcosis 
of the left forearm was treated with intravenous and oral micon- 
azole nitrate. Culture for Cryptococcus became negative within 
three weeks. The ulcer healed within 25 days after treatment was 
started. Follow-up examination 1'2 years later showed no evi- 
dence of recurrent infection. 

(Arch Dermatol 1981;117:290-291) 


ryptococcosis is caused by the yeast-like fungus Cryp- 
tococeus neoformans. The organism is worldwide in 
its distribution, is saprophytic, and is found in soil and in 
pigeon excretions.' In most instances, the initial infection 
is pulmonary, but dissemination to the brain and meninges 
is common. Disseminated cryptococcosis occasionally 
involves the skin.? Primary cutaneous cryptococcosis (PCC) 
is rare; skin lesions are the sole manifestations of the 
disease without preceding generalized or cerebrospinal 
involvement.** It may occur after trauma from subcuta- 
neous penetration of foreign material containing C neofor- 
mans. A man with PCC was successfully treated with 
miconazole nitrate. 


REPORT OF A CASE 


An 81-year-old man was first seen in the outpatient clinic on 
Sept 10, 1977, complaining of a one-month history of a painless red 
swelling on the left forearm. The lesion had not improved with 
treatment administered by several physicians. The patient gave 
no medical history of trauma at the affected site. Clinically, the 
lesion was red, swollen, and boggy. It exuded a small amount of 
purulent fluid. There was no regional lymphadenopathy. 

The patient was given a course of erythromycin stearate, but 
the lesion continued to enlarge and eventually ulcerated. He was 
admitted to the hospital on Sept 30, 1977, for further investigation 
and treatment. At that time, he had an irregular ulcer measuring 
10 x 6.5 em with a clean base, rolled sharp edge, and edematous 
border (Fig 1). A thorough physical examination showed no 
evidence of neurologic, pulmonary, or systemic disorders. 

Laboratory studies disclosed the following values: hemoglobin, 
13.2 g/dL; WBCs, 4,800/cu mm, with differential cell count of 67% 
polymorphonuclear leukocytes, 30% lymphocytes, 1% monocytes, 
and 2% eosinophils; platelets, 135,000/eu mm; and ESR, 19 mm/hr. 
Urinalysis findings were normal except for a trace of albumin. 
The BUN level was 52 mg/dL (normal, 40 mg/dL). The serum 
electrolyte level and creatinine clearance were normal. A tissue 
culture of the ulcer showed no growth of pyogenic organisms on 
one occasion and a few colonies of Pseudomonas pyocyanea on 
another. No acid-fast bacilli were seen on a skin smear. Serum 
immunoglobulin values were as follows: IgG, 680 mg/dL (normal, 
760 to 1,600 mg/dL); IgA, 348 mg/dL (normal, 70 to 380 mg/dL); 
and IgM, 93 mg/dL (normal, 30 to 160 mg/dL). There were 65% T 
cells (normal, 50% to 70%), and 30% B cells (normal, 5% to 40%); 
blast transformation was 30.5% (normal, 31.0%). Results of the 
Mantoux test and intradermal Candida test were negative. Chest 
and left forearm roentgenograms were normal. 

A skin biopsy specimen from the ulcer showed chronic inflam- 
matory tissue composed of lymphocytes, histiocytes, and a few 
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Fig 2.—Histologic appearance showing numerous spores of Cryp- 

tococcus neoformans (hematoxylin-eosin, original magnification 
x 100). 





polymorphonuclear leukocytes. There were numerous spores with 
thick gelatinous capsules (Fig 2 and 3), and occasional giant cells 
were seen. A presumptive diagnosis of cryptococcosis of the skin 
was made. 

-A tissue culture of ulcer material on Sabouraud’s dextrose agar 
containing chloramphenicol (without cycloheximide) showed colo- 
nies of C neoformans. At that time, an examination of the 
patient’s CSF showed it to be clear with a cell count of 1/cu mm 
and total serum protein level of 10 mg/dL. Results of culture and 
direct microscopic examination of sputum, urine, and CSF for 
Cryptococcus were normal. 

On Nov 5, 1977, the patient began treatment with miconazole 
nitrate, 1 g orally three times daily. A limited supply of intrave- 
nous (IV) miconazole became available four days later, and he was 
given IV miconazole nitrate, 1 g/day, in 5% dextrose solution. This 
was given in three divided doses at four-hourly intervals, each 
infusion taking an hour. After six days, he continued receiving 
miconazole nitrate, 1 g orally three times daily, except for an 
additional course of IV miconazole nitrate, 200 mg/day, for six 
days from the 25th day of treatment. 

The ulcer gradually healed. Twenty-six days after the onset of 
therapy, the healing was complete (Fig 4). Culture failed to show 
C neoformans 21 days after the onset of treatment, even though a 
specimen from a repeated biopsy performed 48 days after the 
onset of therapy showed some spores in the dermis. However, 
these were seemingly nonviable since C neoformans failed to grow 
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Fig 3.—Higher magnification of Fig 2 (hematoxylin-eosin, original 
magnification x 400). 





Fig 4.—Lesion healed with scar 26 days after miconazole nitrate 
therapy. 


on culture. The patient was discharged from the hospital on Dec 9, 
1977. 

He experienced nausea and occasional vomiting when taking the 
miconazole orally and, therefore, became irregular with his treat- 
ment. He failed to return for follow-up evaluation after Jan 6, 
1978, when he had completed about 62 days of treatment. Howev- 
er, he was reexamined on May 26, 1978, and on May 18, 1979. On 
both occasions, he was well and only scarring without inflamma- 
tion was seen at the infection site. A specimen from a repeated 
biopsy performed the last visit showed only scar tissue. A tissue 
culture did not show C neoformans. 


COMMENT 


Cryptococcal infection is not uncommon in Singapore. In 
1974 and 1975, Nadarajah* reported 21 cases of cryptococcal 
meningitis. Primary cutaneous cryptococcosis, however, is 
rare, this, to our knowledge, being the first reported case in 
Singapore. Rook and Woods, reviewing the cutaneous 
manifestations of British cases, described four primary 
types of skin lesions—subcutaneous swelling, crusted gran- 
ulomata, dermal plaques or nodules, and ulcers. Other types 
of lesions also have been described, * so clinical diagnosis 
can be difficult. Thus, the present case was only diagnosed 
after a biopsy was performed. 

In recent years, cryptococcosis has been treated with 
amphotericin B, although this drug is known to be able to 
affect the kidneys and heart and to produce side effects, 
eg, fever, nausea, vomiting, and phlebitis.*'^ Flucytosine is 
less toxic and has been used in combination therapy with 
amphotericin B to reduce the dose and duration of antifun- 
gal therapy and to prevent relapses. However, the serious 
side effect of bone marrow suppression ean occur with 
flucytosine.''^? 
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Miconazole is an imidazole derivative with a wida spec- - 


trum of activity against many fungi and yeasts of medical 
significance. Its usefulness in the topical treatment of 
dermatophyte and Candida infections already is well 
established. It has been successfully used for systemic 
effects in such mycotic infections as coccidioidomycosis, 
paracoccidioidomycosis, aspergillosis, and systemic candi- 
diasis." The drug is absorbed from the gastrointestinal 
tract? and also may be given IV. 

Cryptococcus is inhibited by miconazole nitrate concen- 
trations of 1 to 10 ug/mL in vitro. This blood level is not 
easily achieved with oral miconazole, so that eryptococcocus 
infection should preferably be treated with IV miconazole. 
Successful treatment with intrathecal miconazole has been 
reported in a patient with cryptococcal meningitis refrac- 
tory to five months of amphotericin B therapy.'* Morgan et 
al" successfully treated a patient with dermatomyositis 
who experienced systemic cryptococcosis with IV and oral 
miconazole after leukopenia developed while receiving 
combined flucytosine and amphotericin B IV therapy. 

Side effects from miconazole are said to be infrequent, 
with diarrhea being usually reported. However, our patient 
complained of nausea and occasional vomiting, the symp- 
toms being severe enough for him to stop therapy with the 
medication after two months of therapy. 

Owing to a limited supply of the drug, our patient only 
received 12 days of IV miconazole. The brief course of IV 
miconazole together with oral miconazole achieved the 
desired treatment response, and a 1'4-year follow-up exam- 
ination showed no recurrence of the disease. 


Janssen Pharmaceutica supplied the miconazole nitrate. Kamarudin Ali 
and Francis Tan provided photographic assistance. 


Nonproprietary Names and Trademarks of Drugs 


Amphotericin B—Fungizone. 
Cycloheximide—Cicloheximide. 
Flucytosine— A ncobon. 

Miconazole nitrate—Micatin, Monistat. 
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Cutaneous Alternariosis 
Treated With Miconazole 


Jose M. de Moragas, MD; Guillermo Prats, MD; Guillermo Verger, MD 


e A 40-year-old man had had a chronic, slowly spreading 
inflammatory process in the skin over the right knee of ten years’ 
duration. Culture of a biopsy specimen grew Alternaria sp. 
Antimycotic susceptibility testing with flucytosine, amphotericin 
B, and miconazole nitrate was performed. The Alternaria was 
highly sensitive to the last two drugs. Miconazole nitrate, 1.2 g 
daily intravenously for 31 days, did not induce a clinical 
response. The lesions were then infiltrated with 10 mg of 
miconazole nitrate in 10 mL of polyethoxylated castor oil (Cre- 
mophor EL) twice weekly, with clearing of the lesions during a 
several-month period. 

(Arch Dermatol 1981;117:292-294) 


po infections caused by opportunistic fungi are 
rare and difficult to treat. We report our experience 

with the antifungal drug miconazole nitrate in the treat- 
ment of a dermal granuloma due to an Alternaria sp. 


REPORT OF A CASE 


A 40-year-old man was seen at the outpatient clinie of the 
Hospital de la Santa Cruz y San Pablo, Barcelona, Spain, with a 
chronie, slowly spreading, raised lesion on the right knee. The 
initial changes had appeared after a minor trauma ten years 
previously, sustained during the harvest of wheat, oats, barley, 
and alfalfa. The lesion was first seen as an erythematous papule, 
which by peripheral enlargement and central erusting became a 
fibrotic nodule of about 3 em in diameter during the course of one 
year. Several topical remedies failed to eradicate the nodule; after 
an occlusive treatment with a 0.1% betamethasone valerate cream, 
several satellite lesions developed around the primary nodule. The 
patient’s course was complicated by multiple, crusted, shallow 
ulcerations in the affected area. 

Physical examination showed a healthy man with an indurated 
20 x 15-em keloid-like lesion on the anterior aspect of the right 
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knee (Fig 1). Flexion of the knee was impaired. Results of 
hematologie and biochemical tests were within normal ranges. 
Roentgenograms of the chest and knee were normal. 

Immunological evaluation showed serum IgM, IgG, IgA, and 
total complement (CH,,) levels within normal limits. There was no 
response to the intradermal injection of 0.1 mL of PPD in 1/1,000 
dilution. The intradermal injection of 0.1 mL of candidin induced a 
reaction 1 em in diameter within 48 hours. Sensitization with 2,000 
ug of dinitrochlorobenzene was successfully accomplished. Levels 
of circulating T and B lymphocytes were within normal limits. The 
mitogenic responses of cultivated lymphocytes to phytohemagglu- 
tinin, coneanavalin A, and pokeweed were normal. 

A culture from superficial scrapings of the involved area showed 
Streptococcus epidermidis and Alternaria sp. A punch biopsy of 
an infiltrated cord was performed. Microscopic examination 
showed a hyperplastic epidermis with a few abscesses formed 
exclusively from polymorphonuclear leukocytes. The upper dermis 
showed an inflammatory infiltrate with polymorphonuclear leuko- 
cytes, histiocytes, and giant cells. The cytoplasm of some giant 
cells showed round structures staining positively with PAS. Long 
filaments intermixed with the infiltrate were observed (Fig 2). 
Cultures were then performed on five different specimens of 
tissue obtained by a 3-mm punch biopsy. Each biopsy specimen 
was homogenized under sterile conditions with sand, dipped in 
Sabouraud’s broth, and then inoculated onto five slants of Sabou- 
raud’s dextrose agar, which contained 100 ug/mL of gentamicin 
sulfate. The cultures were incubated at 22 °C. Five days later, a 
filamentous mold had grown on all 25 slants of agar. The gross 
appearance of the cultures resembled that of Alternaria. Direct 
microscopic examination and microculture characteristics both 
showed the peculiar conidia of Alternaria. 

In vitro susceptibility testing of the isolated Alternaria strain 
to miconazole, amphotericin B, and flucytosine was performed. 
The technique of dilutions in liquid medium' was used to define 
the minimal inhibitory concentrations (MICs) of these drugs. The 
minimal lethal concentrations (MLCs) were found by subculturing 
0.05 mL from each tube showing gross inhibition of growth into a 
Sabouraud’s agar plate. The Alternaria strain was resistant to 
flucytosine (MIC, > 320 pg/mL) but sensitive to amphotericin B 
and miconazole (MIC and MLC, < 0.078 pg/mL). 

The relentless course of the infectious granuloma and the 
progressive impairment in the mobility of the knee joint pre- 
sented considerable therapeutic problems. Miconazole nitrate, 1.2 
g/day, was received intravenously for 31 days, with no clinical 
response. However, no untoward drug effects were clinically 
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detectable, and routine hematologic and biochemical test results 
were normal, although plasma lipid levels were not measured. The 
lesions were then infiltrated with 10 mg of miconazole nitrate in 
10 mL of polyethoxylated castor oil twice weekly. Two months 
later, no new lesions had appeared. Six months later, there was 
complete involution of the lesions, and treatment was stopped. 
However, one month later, new lesions developed. Subsequently, 
once-weekly injections produced a satisfactory clinical remission. 
Normal knee mobility was also reestablished. 


COMMENT 


Alternaria is an ubiquitous mold frequently found in the 
environment and commonly seen during the summer 
months. It is frequently found on human skin and is 
considered to be a saprophyte. Botticher' cultured skin 
scrapings of patients with suspected superficial mycoses 
and recovered Alternaria from 15% of the samples. In only 
a few instances was it the sole fungus isolated. 

Alternaria has the biochemical machinery to disinte- 
grate the cortex of human hair, cortex nail, and callus.’ 
Several investigators have attempted to produce experi- 
mental infections, inoculating Alternaria by scarification 
in dogs,* rabbits, and guinea pigs.’ These studies produced 
an eczematous reaction that spread peripherally and 
resolved spontaneously within two weeks. When the later 
investigators’ inoculated Alternaria intradermally, an 
inflammatory nodule appeared at the site of the inoculum 
and then disappeared within two weeks. Intraperitoneal 
inoculation did not elicit a clinically detectable reaction, 
but antibodies to Alternaria were produced. 

Human cutaneous alternariosis is rare.* Pedersen et al,’ 
in 1976, were able to find ten published cases to which they 
added two of their own. Two additional cases were 
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Fig 1.—Interlacing cords of indurated, inflammatory skin 
covering anterior aspect of right knee. Flexion of knee 
was severely impaired. 





Fig 2.—Papillary dermis with mixed inflammatory cell infiltrate. 
Giant cell with round structure deeply stained with PAS. Long 
PAS-positive filaments are seen intermixed with infiltrate (PAS 
stain, x 400). 


reported by Farmer and Komorowski' in 1976 and by 
Mikoshiba et al in 1979." Alternariosis has certain charac- 
teristic clinical features." It appears on exposed skin 
sites, preferentially involving the hands, face, forearms, 
and knees. The clinical appearance of the lesions is that of a 
localized inflammatory process, with chronic ulcers covered 
by adherent crusts and fibrotic papules and cords that 
slowly spread peripherally. The natural course of the skin 
infection is one of alternating healing and formation of 
new lesions. The histopathologic changes are those of a 
chronic inflammatory granuloma with histiocytes and 
giant cells affecting the entire dermis and covered by a 
hyperplastic epidermis containing small polymorphonu- 
clear abscesses. Round PAS-positive staining bodies are 
seen in the cytoplasm of the giant cells. They are sur- 
rounded by long degenerating mycelia. 

The mechanism by which an opportunistic fungus, like 
Alternaria, establishes a chronic, slowly spreading infec- 
tion in the human dermis is unknown." Some cases follow 
inoculation of Aspergillus sp into injured tissue or infec- 
tion in an immunosuppressed host. However, most patients 
with cutaneous alternariosis were in good health. The two 
patients described by Pedersen et al’—one with pulmonary 
hypertension and the other with renal insufficiency—could 
be regarded as “compromised hosts.” Our patient’s immu- 
nological responses to a variety of tests, which included 
both humoral and cellular immune responses, were all 
normal. 

Only recently has it been possible to consider the use of 
antifungal drugs in the treatment of cutaneous alternario- 
sis. Pedersen et al* performed in vitro susceptibility tests 
on this organism with griseofulvin, amphotericin B, and 
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flucytosine. Low MICs were found only for amphotericin B, 
but the therapeutic use of the drug did not give favorable 
results. 

Miconazole, an imidazole derivative, seemed to be the 
drug of choice for treating our patient. In general, this 
agent is active against a wide variety of fungi, including 
dermatophytes and yeasts." There is some evidence that it 
acts by inhibiting some peroxidase enzymes, at least in the 
case of Candida albicans. It has been used with fairly good 
results in patients with systemic Candida infections, coc- 
cidioidomycosis, South American blastomycosis, and asper- 
gillosis.'^ Infrequent side effects include diarrhea and one 
case of thrombocytopenic purpura. In our patient, Alter- 
naria sp was inhibited by 0.078 ug/mL of this drug. 
However, 1.2 g daily received intravenously for one month 
failed to produce a clinical response. Direct injection of the 
drug, 10 mg in 10 mL of polyethoxylated castor oil twice 


weekly, resulted in almost complete clinical involution of 
the granuloma. The patient had somelocal discomfort after 
the local injection but no tissue necrosis occurred. We 
believe that miconazole may be a valuable drug in the 
therapy of Alternaria infections for which there has been 
no reliable treatment. 


Professor Mariat, Pasteur Institute, Paris, confirmed the identification 
of Alternaria sp. Miconazole nitrate was kindly supplied by Janssen R & D, 
Inc, New Brunswick, NJ. 


Nonproprietary Names and Trademarks of Drugs 


Amphotericin B—F'ungizone. 
Flucytosine—A ncobon. 

Gentamicin sulfate—Garamycin, Genoptic. 
Miconazole nitrate—Micatin, Monistat. 
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Review Paper 


Cutaneous T-Cell Lymphomas 


A Review of the Recent Literature 


Herschel S. Zackheim, MD 


e Publications relating to cutaneous T-cell lymphomas 
(CTCLs) (principally mycosis fungoides and the Sézary syn- 
drome), which appeared primarily from 1977 to 1979, are 
reviewed. A wide variety of topics, including pathogenesis, 
immunologic characteristics, lymphoid cell morphologic charac- 
teristics, cytogenetics, clinical reports, and topical, radiation, 
and other therapies, are included. Although CTCLs make up a 
relatively small part of the spectrum of cutaneous disease, the 
impressive body of literature speaks for a considerable interest 
in this group of potentially fatal disorders. 

(Arch Dermatol 1981;117:295-304) 


his review is based primarily on published articles 

concerning mycosis fungoides (MF), the Sézary syn- 
drome (SS), and related disorders that were listed in Index 
Medicus from 1977 to 1979. Of necessity, some earlier 
references are cited as well, as are more recent reports that 
appeared through 1979 that were not yet included in the 
index. The reader is also directed to recent reviews'? and 
the proceedings of the 1978 National Cancer Institute 
Workshop on Cutaneous T-Cell Lymphomas.’ The consid- 
erable number of reports attests to the growing interest in 
this multiform and potentially lethal group of diseases. 


THE CUTANEOUS T-CELL LYMPHOMA CONCEPT 


Lymphocytes can be classified as T (thymus-dependent), 
B (bone-marrow-derived), or null cell types. The T lympho- 
cytes are essential in cell-mediated immune reactions such 
as delayed hypersensitivity, graft rejection, and graft 
vs host reactions. In response to antigenic stimulation, B 
cells differentiate into plasma cells that produce immuno- 
globulins. The T cells are further divided into “helper” cells 
that cooperate with B cells in antibody synthesis, and into 
“suppressor” cells that impede or suppress this process. 

Numerous studies have established the preponderantly 
T-cell nature of the lymphoid cells in the cutaneous infil- 
trate and blood in MF, SS, and lymphomatoid papulosis.’ 
Thus, those disorders are regarded by many as varied 
manifestations of cutaneous T-cell lymphomas 
(CTCLs),**'" and, more specifically, as neoplasms of helper 
T cells.'"'* Winkelmann and Caro; however, do not accept 
MF and SS, per se, as lymphomas, although they may 
eventuate into such. They define MF as a “chronic benign 
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epidermotropic lymphoproliferative reaction” and SS as a 
“variant of dermal lymphocytic reticulosis.” 

This now becomes a problem in semantics. At what point 
are we justified in using the term “lymphoma” for a 
process that is known eventually to behave in a malignant 
manner in the great majority of cases?" It seems to me 
that patients having the typical clinical features and 
histologic changes of MF are best regarded as being, at the 
very least, in the early phase of a malignant lymphoma. 
Vigorous antineoplastic therapy would seem to be inappro- 
priate for a benign reactive disorder, but would certainly 
be indicated in the early stages of a malignant neoplasm 
when chances of obtaining a prolonged remission by a 
variety of treatments are much greater than in advanced 
disease states. 

The T cells can be differentiated from B cells by a 
number of techniques. The T cells spontaneously form 
rosettes with uncoated sheep erythrocytes (E rosettes) and 
lack easily detected surface immunoglobulins. The B cells 
bear easily detected surface immunoglobulins, comple- 
ment, and receptors for the Fe fragment of IgG. The plant 
lectins phytohemagglutinin (PHA) and concanavalin A 
(con A) are mitogenic primarily for T cells whereas poke- 
weed mitogen (PWM) is mitogenic mainly for B cells. Null 
cells lack characteristic cell markers. 

Not all the evidence is obviously supportive of the T-cell 
concept. A considerable number of studies, usually relating 
to the peripheral blood, have demonstrated a decreased 
number or even complete absence of lymphocytes with 
characteristic T-cell markers, or even B-cell markers, in 
MF and SS." Similarly, a decreased response to mitogen- 
ic stimulation by PHA and con A in circulating lympho- 
cytes in SS was noted by Braylan et al, and in cells in the 
cutaneous infiltrate in MF and SS to PHA by Burg et 
al. 

Hereafter, reference is frequently made to the hypercon- 
voluted lymphocyte, also commonly termed “the Sézary 
cell” (SC). The morphologic characteristics and possible 
importance of this cell in CTCLs are discussed in the 
section on lymphoid cell morphologic characteristics. 

Cooperrider and Roenigk?* performed T- and B-cell 
counts and PHA-, con A-, and PWM-stimulation tests on 15 
patients with MF. As a group, their patients had normal T- 
and B-cell counts. However, con A stimulation was 
decreased in stage II disease and PHA stimulation was 
reduced in stage III disease. The report also tabulates the 
results of previous investigations in this field. Du Vivier et 
al” evaluated PHA-induced lymphocyte blastogenic trans- 
formation in 13 patfents with MF and five patients with 
SS. Blastogenesis was normal in stage II (infiltrated 
plaque stage) disease, depressed in stage III (tumor stage) 
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disease, and greatly reduced in stage IV (nodal involve- 
ment stage) disease. It was also depressed in patients with 
SS in whom the number of circulating SCs exceeded 10%. 

Yoshinaga and Yamada** harvested infiltrating cells 
from the skin and lymph nodes of two patients with tumor 
stage MF. Sheep erythrocyte rosette formation was found 
in more than 90% of the small lymphoid cells but was hardly 
detectable for larger lymphoid cells. Phytohemagglutinin- 
stimulated blast formation occurred in 90% of the small 
cells but in only 40% of the larger cells. Inasmuch as an 
increase in cell size is often an indication of neoplastic 
change, these findings seem to be in harmony with those of 
Du Vivier et al.” 

In general, neoplastic transformation is accompanied by 
loss of differentiated cell characteristics and function. It 
seems likely, then, that the loss of T-cell surface markers 
and response to mitogens reflects the evolution of the 
normal lymphocyte into a lymphoma cell. Other possibili- 
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ties, however, should be considered.***' 


THE HELPER T-CELL NEOPLASM CONCEPT 


As noted earlier, the proposal has been made that CTCLs 
may represent a neoplasm of helper T cells (those T 
lymphocytes that cooperate with B lymphocytes in anti- 
body synthesis).'"'* In their initial report, Broder et al 
found evidence of increased helper cell activity in four of 
five patients with SS as evidenced by increased immuno- 
globulin production when SCs were added to cultures of B 
cells in the presence of PWM. However, this number fell to 
five of 12 patients with SS in a later study.” 

Berger et al^ found notably increased helper T-cell 
activity in three patients with aleukemie CTCLs. However, 
two of these patients had widespread cutaneous nodules 
that could not be classified histologically as MF. Consistent 
with the helper concept is the presence of monoclonal 
gammopathies in two patients with SS." ^ 

Gupta et al determined proportions of Ty cells (T cells 
with receptors for IgM) and T» cells (T cells with receptors 
for IgG) in 11 patients with MF and three patients with SS. 
The Tpy-cell population contains helper cells and the Ty cells 
have suppressor activity. There was considerable variation 
in the relative proportions of Ty and Ty cells in the patients 
with SS. One patient had almost none of either type. Three 
of 11 patients with MF had a high proportion of Ty cells 
and one had a high proportion of Ty cells. The quantitative 
abnormality of these cells in MF was shared by the 
peripheral blood and bone marrow and not by the lymph 
nodes. There is apparent T-cell heterogeneity in MF in 
nonmalignant cells. (Only occasional circulating malignant 
cells were found in the patients with MF.) However, in SS, 
malignant Sézary T cells were of both the Ty and Ty types. 
Thus, this study fails to provide evidence for a homogene- 
ous expansion of helper T cells in CTCLs. 

Kermani-Arab et al? noted a defect in suppressor T-cell 
funetion in a patient with MF. This may provide an 
explanation for the "clonal expansion" of helper T cells. 
Also failing to support the helper T-cell concept is the small 
number of patients with elevated IgE levels and other 
immunoglobulin levels in several series,"^*^ and the 
report of Norris et al^ attributing decreased monocyte 
chemotaxis in MF to a lack of lymphocyte helper function. 
It seems, then, that evidence favoring the concept of 
CTCLs as representing a neoplasm of helper T cells is far 
from clear-cut. Further studies in this area are needed. 

In the great majority of patients with chronic lympho- 
cytic leukemia (CLL), the lymphocytes are preponderantly 
B cells. However, most of the lymphocytes in patients with 
CLL who have erythroderma are T cells.” Although rela- 
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tively uncommon, an increasing number of patients with 
CLL in whom the lymphocytes are preponderantly T cells 
have been described. However, only seven of 22 patients 
with T-cell CLL had skin manifestations."^* Helper- or 
suppressor-cell function was not determined. Only nine of 
16 patients with adult T-cell leukemia recently described 


from Japan had skin lesions.” These were characterized by 


dermal and subcutaneous infiltration with sparing of the 
epidermis. Leukemie T cells from three of six patients 
showed a notable suppressor effect. One of these three 
patients had skin lesions." It thus seems that neoplastic 
suppressor as well as helper T cells may invade the skin. 


CUTANEOUS B-CELL LYMPHOMAS 


Schmoekel et al" recently described 18 patients with 
cutaneous lymphoma which was determined by enzymatic 
and immunocytologie techniques to be of the B-cell type. 
Clinically the patients had “brown red infiltrates.” Histo- 
logically, there were sharply defined infiltrates in the 
middle or deep dermis, sparing the subepidermal layer and 
never permeating the epidermis. The infiltrate was usually 
dense and monomorphic. There were usually no SCs. Only 
three of the patients had CLL and nine had skin lesions 
only. Many of these patients seem to correspond histologi- 
cally to the group of 25 patients described by Long et al** as 
having primary malignant lymphoma of the skin other 
than MF. In the experience of Schmoekel et al, cutaneous 
B-cell lymphomas are as numerous as the T-cell type. At 
the University of California, San Francisco, patients hav- 
ing “B cell pattern” histologic characteristics comprise 
about 5% to 10% of the total number with cutaneous 
lymphomas. Nevertheless, some of these have extensive 
plaques and tumor stage disease. Therefore, it would seem 
that statements such as “lymphomas involving broad 
expanses of skin are regularly neoplasms of cells with 
membrane properties characteristic of T cells"** are no 
longer valid. 


IMMUNOLOGIC CHARACTERISTICS 


Elevated mean serum IgE levels in MF were reported by 
Tan et al^ and MacKie et al.” However, although four of 22 
patients with MF described by Zachariae et al*' had highly 
elevated IgE levels, the mean value was not substantially 
increased. Molin et al found elevated serum IgE values in 
only eight of 75 patients with MF. Cooperrider and Roe- 
nigk?* also found only rarely elevated IgE values in MF. 

Deposits of immunoglobulins (mainly IgG) and comple- 
ment were found in infiltrative lesions in most patients 
with MF by Lai A Fat and Cormane.^ However, Volden 
and Husby found such deposits only occasionally in 
pretreatment MF lesions, whereas considerable amounts 
were found in the sites of posttreatment involuted lesions. 
By contrast, a patient with SS had immunoglobulin depos- 
its before, but not after, partial remission of the skin 
lesions. Price and Mirkovich*" demonstrated lymphocyto- 
toxieity in patients with generalized plaque and erythro- 
dermie MF but not in patients with limited plaque disease. 
This may be a manifestation of delayed hypersensitivity to 
an as yet unidentified antigen. 

Leukocyte migration inhibitory factor (MIF) could not 
be demonstrated in the sera of patients with MF by 
Thulin." This confirms an earlier study by Yoshida," who 
did find a factor with MIF-like activity in the sera of 
patients with SS. This may reflect a smaller number of 
circulating abnormal T cells in MF than in SS. Norris et al 
found diminished monocyte chemotaxis in MF. This is 
believed to be caused by a lack of normal helper lymphocyte 
funetion and may be important in the establishment of the 
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mononuclear infiltrate in MF. Safai et al^ found increased 
levels of facteur thymique serique (FTS), a thymic hor- 
mone, which may play a role in T-cell differentiation, in 15 
of 23 patients with MF, but in neither of two patients with 
SS. Patients with psoriasis and subjects older than 40 years 
with rheumatoid arthritis also had increased FTS lev- 
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In contrast to earlier reports, Nordqvist and Kinney”! 
found anergy to intradermal antigens in seven of 13 
patients with MF and in two patients with SS. Only six 
patients with MF and none of the patients with SS could be 
sensitized to dinitrochlorobenzene. Seven patients with MF 
had stage II disease and six had stage III to IV disease. 
This impaired reactivity was associated with low circulat- 
ing T cell and high null cell values. Van der Harst-Oostveen 
and van Vloten* also found a substantial impairment of 
dinitrochlorobenzene sensitization and decreased reactivi- 
ty to microbial antigens in MF. A close correlation existed 
between impaired dinitrochlorobenzene reactivity and 
lymphopenia, and the latter two events conferred a poor 
prognosis. 


LYMPHOID CELL MORPHOLOGIC APPEARANCE 


An essential feature in the histologic diagnosis of MF by 
light mieroscopy is the presence of atypical lymphocytes 
(lymphoid cells). These are usually larger than normal 
lymphocytes and are hyperchromatic. The nuclear outlines 
are commonly, although not necessarily, irregular in out- 
line; and indented, folded, convoluted, or otherwise dis- 
torted forms are seen. At times, large (20- to 30-um) 
hyperchromatic lymphoid (mycosis) cells are found. While 
the finding of mycosis cells is not essential for the diagno- 
sis of MF, Rappaport and Thomas? often found their 
presence in the viscera to be indispensable in the differen- 
tiation of MF from other lymphomas. 

In 1968, Lutzner and Jordan* described the ultrastruc- 
tural characteristics of the atypical circulating lympho- 
cytes (SCs) in three patients with SS. The nuclei were 
found to be notably convoluted and deeply indented so that 
on three-dimensional reconstruction they appeared cere- 
briform. Such cells were also found in the cutaneous 
infiltrate. In a subsequent study,” hyperconvoluted nuclei 
were also found in the cutaneous infiltrate of most patients 
with MF, but the degree of convolution was less striking 
than in SS. 

The mycosis cell has been defined as a "variant" of the 
hyperconvoluted cell.** Inasmuch as the mycosis cell may or 
may not be hyperconvoluted, and in view of the consider- 
able controversy that exists as to the benign or malignant 
nature of hyperconvoluted cells in CTCLs, this definition 
may not be generally acceptable. 

Although the classic SC is fairly large (15 to 20 um), a 
small cell variant, about 8 um, has also been identified.” 
Zucker-Franklin,? however, does not attribute great 
importance to the size of the SC since mixtures of large and 
small variants are found in the same patient. She also 
regards 80-A microfilaments as an identifying characteris- 
tic of SCs, although they were uncharacterized except for 
their diameter size. 

The degree of nuclear convolution can be quantitated by 
measurement of the nuclear contour index (NCI) (perime- 
ter per square root of area). Litovitz and Lutzner^ found 
the NCI of circulating SCs to be higher than that of normal 
lymphocytes. MeNutt^* has applied this technique to skin 
biopsy specimens. In preliminary findings, the mean NCI 
of lymphocytes in MF was higher than it was in benign 
dermatoses. Notable infolding of the nuclear membrane of 
the SC has been confirmed by freeze-etch electron micros- 
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copy.^ However, the nucleus appears much fuller than it 
does by standard transmission electron microscopy. Thus, 
instead of an elongated nucleus that has twisted on itself to 
give a serpentine appearance, freeze-etch analysis shows 
the nucleus of the SC to be essentially spherical and 
cerebriform. 

Smetana et al“ studied the nuclear and particularly the 
nucleolar ultrastructure of SCs in the blood and skin of 
patients with SS and MF. Sézary cells contained ring- 
shaped nucleoli or nucleoli with nucleolonemas (areas con- 
taining numerous granular components). “Maturation 
asynchrony” of the nucleolus and cytoplasm was seen. This 
and other findings support the concept of SCs in MF and 
SS as a neoplastic variant of lymphocytes. 


THE HYPERCONVOLUTED LYMPHOCYTE AND THE 
PATHOGENESIS OF CTCLS 


In their 1971 report, Lutzner et al^ also found hypercon- 
voluted lymphocytes in two patients with lichen planus. 
Hence, the specificity of these cells was brought into 
question. Numerous studies have since confirmed the 
nonspecificity of the Sézary-type cell. These cells have been 
found in the dermal infiltrate of a variety of nonlympho- 
matous dermatoses,” in cultures of normal human skin," in 
mitogen-stimulated cultures of normal human lympho- 
cytes," in human cord and peripheral blood from normal 
individuals, in various dermatoses,^ and in rheumatoid 
synovial fluid, among others. Nevertheless, the possible 
importance of the hyperconvoluted lymphocyte in MF, SS, 
and other disorders remains an area of intensive research 
and controversy. 

Meyer et al'* found that the cerebriform mononuclear 
cells in reactive processes have diameters of 6 to 12 um 
whereas, in MF and SS, cerebriform cells with diameters 
greater than 12 um are also present. They suggest that 
there are two populations of cerebriform cells—one with a 
normal DNA content that may be reactive and one with an 
abnormal DNA content that may be malignant. 

Using light microscopy, Rappaport and Thomas? found 
the presence of cells with hyperconvoluted nuclei to be of 
considerable importance in the diagnosis of extracuta- 
neous MF, although this was secondary in importance to 
the large, hyperchromatic mycosis cell. Rosas-Uribe et al, 
using the electron microscope (EM), thought that the 
presence of irregular or convoluted cells was characteristic 
of MF only when they occurred in clusters or sheets. This 
has received support in a recent EM study by Guccion et 
al^ Single, moderately convoluted lymphocytes were 
found in the skin (dermal infiltrate) and lymph nodes of 
almost all patients with benign chronic dermatoses and in 
all patients with MF and SS. Although clusters were found 
in the skin in only four of 16 patients with benign 
dermatoses, they were present in all 25 patients with MF 
and in seven of eight patients with SS. In lymph nodes, 
clusters were absent in patients with benign dermatoses, 
whereas they were present in the great majority of 
patients with MF and SS. Markedly convoluted lympho- 
cytes were not found in the skin or lymph nodes in benign 
dermatoses, but, despite the fact that they are regarded by 
some as diagnostic of CTCL, they were found in such 
tissues in only a small proportion of patients with MF or 
SS. The markedly convoluted cells were found to a high 
degree only in the blood in SS. Cohen et al** noted that in a 
patient with SS and gastrointestinal (GI) tract involve- 
ment, the infiltrating cells in the tissues had less nuclear 
irregularity than did those in the blood. 

Using semithin sections, Schmoekel et al^ made a quan- 
titative analysis of lymphoid cells in the skin in MF, SS, 
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parapsoriasis en plaque (PEP), and benign dermatoses. 
Defined as having at least three-deep nuclear indentations, 
SCs constituted more than 30% of the lymphoid infiltrate 
only in SS. They decreased in number in MF tumors as 
compared with nontumorous lesions. This suggests that 
SCs are reactive cells that tend to decrease in number with 
the progression of malignancy. 


Duncan and Winkelmann® performed counts of circulat- | 


ing SCs in 14 patients with benign dermatoses. These 
showed wide daily fluetuations. The authors believe that 
the finding of SCs in such conditions indicates that the SC 
per se is not a malignant cell but is a reactive cell. 
Nevertheless, in two patients, counts of SCs of more than 
1,000/cu mm seemed to correlate with a severe refractory 
course, and such patients are regarded as qualifying for 
diagnosis of the pre-Sézary syndrome." Moran et al" found 
SCs in sequential blood films of 13 of 26 patients with MF, 
including six with erythroderma. The presence of SCs was 
associated with a substantially shorter premycotic period, 
lymph node involvement, an unfavorable clinical course, 
and visceral MF. 

It is apparent from this that a clear picture of the 
relationship of the hyperconvoluted cell to the process of 
neoplastie development in CTCLs has yet to emerge. 
Certainly, hyperconvolution as such cannot be equated 
with malignancy. Part of the confusion arises from the fact 
that both benign, reactive lymphocytes as well as large, 
hyperchromatic, obviously malignant, mononuclear cells 
may be, and often are, convoluted to varying degrees. 
Further studies in which the degree of nuclear convolution 
is quantitated in terms of the NCI may prove to be 
rewarding, but other criteria seem necessary to identify 
the premalignant or truly malignant cell. 


Cytogenetics and Miscellaneous Studies 


Both structural and numerical chromosomal abnormali- 
ties have been identified in SS and MF. All 11 patients with 
MF studied by Erkman-Balis and Rappaport’? had abnor- 
mal karyotypes with a modal chromosome number of 44 to 
50. Tissues examined consisted of skin, lymph node, spleen, 
bone marrow, and peripheral blood. With the exception of 
skin and peripheral blood, mitotie cells were obtained 
directly from cell suspensions of fresh tissue biopsy speci- 
mens without prior culturing. The chromosomal abnormal- 
ities were consistent in each case. Cytogenetie studies in 
three were helpful in the evaluation of lymph node and 
bone marrow involvement. Fukuhara et al made detailed 
banding studies on chromosomes from a patient with MF. 
Hyperdiploid cells from a lymph node had common anom- 
alies of certain chromosomes that formed three similar 
clones. Goh et al'* found that chromosomal abnormalities in 
MF were different from those reported in SS, and that 
such findings supported the possibility that MF and SS are 
separate diseases. 

Whang-Peng et al? made cytogenetic studies in 36 
patients with CTCL (22 with MF; 14 with SS). Extensive 
aneuploidy, with both numerical and structural aberra- 
tions, a wide range of heteroploidy, and a lack of clone 
formation until the terminal phase of the disease, was 
found to be characteristic. Chromosomal abnormalities 
were more extensive in SS than in generalized plaque 
disease. Edelson et al? made karyotypes of neoplastic 
lymphocytes taken from extracutaneous sites in three 
untreated patients with advanced CTCLs. In each patient, 
the karyotypes suggested monoclonal changes. However, 
such findings do not exclude the possibility that the disease 
may be initially polyclonal with subsequent overgrowth by 
a single aggressive clone. 
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Van Vloten et al? performed Feulgen-DNA cytophotom- 
etry on skin imprints in patients with benign dermatoses, 
MF, SS, LP, PEP, and related disorders. Abnormal DNA 
histograms were found in all groups except the control 
groups. In the follow-up period, the diagnosis of malignant 
retieulosis was established in 30 of 32 patients with sus- 


pected malignant reticulosis who had prior abnormal histgJ 


grams. The same technique was applied to lymph node 
imprints from patients with MF.” There was a good 
correlation between DNA cytophotometric results and the 
histologic findings. Patients with dermatopathic lymphad- 
enopathy and abnormal histograms had a worse prognosis 
than those with normal histograms. Hagedorn and Kiefer’ 
measured the DNA content in the cellular infiltrate in MF 
by cytophotometry. An aneuploid stem cell line was not 
demonstrated. However, a larger proportion of tetraploid 
and octaploid cells was associated with an increased dura- 
tion of tumor stage MF. As noted earlier, Meyer et al'* 
suggest that there may be two populations of SCs, namely, 
a benign, reactive type with normal DNA content, and a 
larger, malignant variety with increased DNA content. 

Dick and Mackie” determined HLA antigen distribution 
in 19 patients with MF. Substantial deviations from the 
expected distribution frequency occurred with antigens of 
the W19 group (of which HLA-A29, Aw30, Aw31, and Aw32 
were tested). Increased serum levels of carcinoembryonic 
antigen were found in six of eight patients with MF." 
Capetanakis et al“ found a substantial increase in phos- 
phatidyl choline and diphosphatidyl glycerol and a decrease 
in phosphatidylserine and phosphatidylinositol concentra- 
tions in the circulating leukocytes of patients with MF. 
This is in aecord with findings in various lymphomas and 
supports the concept of MF as a malignancy. 


Origin of the Neoplastic Cell 


Inasmuch as the initial clinical manifestations of MF are 
cutaneous, it has been generally assumed that the prolifer- 
ating lymphocyte originates in the skin. However, with the 
demonstration of the T-cell nature of the lymphoid cells, 
this concept is under serious challenge. The T lymphocytes 
circulate, and it is held that they preferentially infiltrate 
the skin.'^*? Edelson et al** temporarily eradicated exfolia- 
tive erythroderma and cutaneous tumors in a patient with 
marked leukemia who had small cell SS by intensive 
leukapheresis. A dynamic equilibrium between T cells in 
the skin and blood was postulated. However, Safai et al“ 
failed to obtain clinical, histologie, or hematologie improve- 
ment in a patient with markedly leukemic SS and in four 
patients with MF who were subjected to repeated lymphar- 
esis (selective removal of lymphocytes). This would seem to 
cast doubt on the concept of "dynamie equilibrium." 

Shackney et al*» studied the kinetics of SC production in 
two patients with SS and concluded that the cutaneous SCs 
could not have been the source of the circulating SCs. They 
suggested the lymph nodes as being a likely source, but this 
awaits confirmation. Similar kinetic data for MF are not 
yet available. Using electron microscopic autoradiography, 
Saglier-Guedon et al** found that the ratio of labeled SCs to 
lymphocytes was higher in the epidermis than in the 
dermis. They concluded that SCs replicate in the skin and 
that epidermal cells may possess blastogenic properties. 

In this regard, some clinicopathologie observations may 
be relevant. The lungs are the most common site of 
extranodal visceral involvement in MF. However, both 
autopsy? and radiologic’ findings indicate that contiguous 
extension of MF from pulmonary lymph nodes into the 
parenchyma is most uncommon, and that, in all likelihood, 
pulmonary lesions of MF are the result of hematogenous 
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spread. The reverse is true in Hodgkin’s disease, which is of 
primary nodal origin.*Hodgkin's disease of the skin most 
often follows retrograde spread from involved lymph 
nodes," whereas this is practically never seen in MF. 
Lymphographic studies in MF almost invariably indicate a 
pattern of more severe distal as compared with central 
Vipdal involvement.** Rappaport and Thomas? note that in 
autopsy material from most patients with MF, inflamma- 
tory cells were few or absent in both cutaneous and 
extracutaneous lesions, even when they had been abundant 
in the diagnostic skin biopsy specimens. This suggests that 
an immunologic barrier is present in the skin and that, 
once this barrier is broken, the neoplastic proliferation 
progresses uninhibited. 


COMMENT ON LABORATORY STUDIES IN CTCLS 


Atypical lymphoid cells are present in considerably 
greater numbers in the blood in SS than in MF and are 
obtained in adequate numbers much more easily from the 
blood than from the skin. As mentioned, a considerable 
number of studies have been made on circulating SCs in 
SS. Conclusions from such studies are often applied to 
CTCLs in general and, by implication, to MF. 

However, important differences between SS and MF 
should not be overlooked. Clinically, the typical patient 
with SS has universal erythroderma, whereas, in plaque- 
stage MF, there are often large areas of normal-appearing 
skin. Histologically, epidermotropism is less pronounced in 
SS than in MF." In general, patients with SS are more 
refractory to topical and other forms of treatment. Such 
observations suggest that there are substantial biologic 
differences between SS and MF. These may reflect differ- 
ences in the functional properties of lymphocytes or of 
other cells or tissues. Thus, conclusions drawn from the 
properties of circulating SCs in SS may not be valid for 
MF 


THE LANGERHANS CELL AND MF 


There has been a considerable renewal of interest in 
Langerhans' cells with the demonstration of their affinity 
for contact allergens and their ability to carry antigens to 
lymph nodes as macrophages do." Evidence suggesting a 
role for Langerhans' cells in the pathogenesis of MF was 
reviewed by Rowden and Lewis.” In their opinion, interac- 
tions between T cells and Langerhans’ cells is followed by 
cytolytic changes resulting in the formation of Pautrier’s 
abscesses. This cellular destruction is accompanied by 
ingress of histiocytic cells." Tjernlund" found that the 
number of cells (possibly Langerhans’ cells) expressing 
HLA-DR antigens (Ia alloantigens) in the epidermis of MF 
lesions increases with advancing disease. However, such 
cells may represent indeterminate histiocytes.” In regard 
to morphologie changes, Juhlin and Shelley? found Lan- 
gerhans’ cells in MF to be swollen and somewhat 
enlarged. 


HISTOLOGIC APPEARANCE 


Sanchez and Ackerman” hold that histologic diagnosis 
can be made with near certainty in patch (premycotic) 
lesions of MF. The critical feature is the presence of an 
increased number of mononuclear cells occurring singly or 
in small collections within an epidermis devoid of spongiot- 
ic microvesiculation. However, Clendenning and Rappa- 
port^* conclude that while the histologic features of CTCLs 
are well recognized there are no absolute pathologie crite- 
ria. Reed* prefers to classify the histologic patterns of 
T-cell dysplasias as variants of the lichenoid reaction. 
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CLINICAL REPORTS 


Unusual clinical manifestations of MF include verrucous 
and papillomatous lesions" and prominent epidermoid 
cysts underlying facial lesions." Smith and Samman'" 
described MF in patients who had areas of hypopigmenta- 
tion. I have seen two similar cases. 

In contrast to earlier reports, Binnick et al''* observed a 
patient in whom lesions of alopecia mucinosa limited to the 
face were associated with MF. The second instance of 
association of sarcoidosis with MF was recorded.” Gottlieb 
et al'" reported a case of generalized exfoliative MF 
associated with incapacitating polyarthritis. Remission of 
both skin and joint manifestations followed electron beam 
(EB) therapy. Dystrophic xanthomas, limited to the sites of 
involuted MF nodules, occurred in a patient with hyperlip- 
oproteinemia.'"* A patient with SS who had the unusual 
features of dermal sclerosis, peripheral neuropathy, and 
bone marrow fibrosis was described.'" 

In the past, systemic dissemination in patients with MF 
was interpreted as indicating transformation of a relative- 
ly benign disease into a malignant lymphoma of a differ- 
ent character. However, largely because of studies of 
autopsy material" and further clinical reports, MF is 
now generally recognized as a progressive disease that 
may directly involve internal organs. Recent instances of 
histologically confirmed systemic MF include clinical 
reports of CNS and ocular,'^*''" long bone, "€? and mas- 
sive and rapidly disseminating pulmonary" involve- 
ment. The first case of SS with GI tract involvement was 
reported by Cohen et al.* In the first such report, Hood et 
al described a patient in whom the initial manifestation 
of MF was a laryngeal tumor. This was followed two years 
later by classic cutaneous lesions of MF. The first instance 
of MF of the gingiva''* and the 17th case report of oral 
mucosal MF''* were also reported. 

Escovitz et al''* and Tallroth et al''* found that lymphan- 
giograms showed unsuspected nodal involvement in a 
substantial number of patients with MF. However, Castel- 
lino et al'* concluded that lymphography contributes little 


.to staging beyond those variables that are readily evalu- 


ated clinieally. Nevertheless, five of 38 patients without 
palpable nodes showed notable hyperplasia or a "lympho- 
ma" pattern by lymphangiogram. Marglin et al‘? charac- 
terized the roentgenographie manifestations of histologi- 
cally documented intrathoracic MF as nonspecific. Worm 
et al'" performed bone marrow needle biopsies on 18 
patients with MF who had at least stage II disease and in 
one patient with SS. Positive biopsy specimens were found 
only in a patient with d'emblee tumors and nodal involve- 
ment and in the patient with SS. 

Nevertheless, apparent transformation of MF into a 
"blast cell” leukemia‘! and into myelocytic leukemia’ has 
recently been reported. In these instances, the possible 
influence of chemotherapy and radiation therapy could not 
be excluded. Marriott et al'^ described a man in whom 
plaque stage MF developed 20 years after he had a 
malignant follicular lymphoma that had been treated with 
X-rays. 

Macaulay’ reviewed the clinical and histologic features 
of 59 cases of lymphomatoid papulosis. Reference is made 
to five cases that either evolved into or were associated 
with classic lesions of MF. Three other case reports are 
cited in which malignant lymphomas developed in patients 
with lymphomatoid papulosis. In one patient this did not 
occur until the 39th year of the eruption. Black and 
Wilson-Jones'^ reported another such case. These occur- 
rences provide evidence for regarding lymphomatoid papu- 
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losis as part of the broad spectrum of CTCLs.* 


A number of case reports of Woringer-Kolopp disease 
have appeared, particularly in the European literature. 


_ Lever'^* presented a case and reviewed earlier reports. He 


concluded that “Woringer-Kolopp disease either is identi- 
cal with, or represents, a form of epidermotropic MF.” 
Braun-Faleo et al' divided "pagetoid reticulosis” into a 
generalized type (Ketron-Goodman) having a poor progno- 
sis and a localized type (Woringer-Kolopp) with a good 
prognosis. They do not believe that all cases can be 
characterized as T-cell lymphomas. 

Nine of ten patients with “actinic reticuloid” originally 
described by Ive et al'** had histologic changes that closely 
resembled MF or other cutaneous lymphoma. Other case 
reports have appeared since then, primarily in the Euro- 
pean literature. In a well-documented case presented by 
Johnson et al,'*’ histologic changes strongly suggestive of 
MF were again present. Since the report by Ive, three cases 
of malignant lymphoma associated with actinic reticuloid 
have been reported. These include reticulum cell sarco- 
ma," Hodgkin's disease,' and "generalized lymph node 
sarcoma." Volden and Thune'* reported abnormal reac- 
tivity to light in seven of 12 patients with MF. Interesting- 
ly enough, the offending rays were mostly in the ultravio- 
let-A range as Ive also found in his patients. A quantitative 
study of T, B, and null cells in actinic reticuloid would be of 
interest. 


Epidemiologic Characteristics 


A history of occupational, environmental, and/or iatro- 
genic exposure to potential carcinogenic agents was 
obtained in 43 patients with CTCL.'* A history of multiple 
exposures was common, the two most frequently encoun- 
tered agents being chemicals and drugs. The most common 
chemicals involved were air pollutants, pesticides, solvents, 
and vapors. The most frequent drugs taken were analge- 
sies, tranquilizers, and thiazides. Chronic tobacco use was 
also found in many of these patients. Fourteen of 22 had 
recurrent herpes simplex infections. In a second epidemio- 
logie study, patients with MF seemed to have a high 
frequency of antecedent allergies, fungal and viral skin 
infections, sun sensitivity, familial aggregation of lympho- 
ma and leukemia, and employment in a manufacturing 
occupation.'* It should be noted, however, that there were 
no control groups in either study. Thus the findings should 
be regarded as tentative. Hazen and Michel'** reported the 
occurrence (within four years) of Hodgkin’s disease and 
MF in a husband and wife. Regarding disease frequency, 
Canizares'" notes that in the main dermatologic center in 
Singapore, only two cases of MF were seen in the past ten 
years. 


THERAPY 
Topical Applications 


Topical mechlorethamine hydrochloride has been a main- 
stay in the treatment of plaque-stage MF for more than 20 
years. Vonderheid et al: treated 243 patients during 
the past ten years. Forty-two (53%) of 79 patients with 
stage I (minimally infiltrated) disease and 23 (38%) of 61 
patients with stage II (moderately infiltrated) disease who 
were treated with mechlorethamine with or without subse- 
quent additional therapy were disease free at median 
follow-up times of 37 and 36 months, respectively. Only one 
of 22 patients with erythroderma who had more than 10% 
circulating SCs was disease free. The likelihood of sus- 
tained disease-free remission is considerably greater when 
treatment is instituted in the early disease stage. Drug 
resistance was common in patients in advanced stages but 
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also occurred in 20% of those in stages I and II. The major 
complications were irritation and allergic reactions (20 of 
90 patients). Attempts to induce tolerance by prior intra- 
venous (IV) and oral administration of mechlorethamine 
yields uncertain results. 

Du Vivier et al'^ analyzed the incidence of cutaneous 
malignant neoplasms. Epithelial cancers occurred in 10.5@/ 
of 202 patients and squamous cell carcinomas appeared in 
areas not exposed to sunlight in two patients. This overall 
incidence is considerably higher than might be expected in 
the general population. Kravitz and McDonald" also 
reported squamous cell carcinomas in nonexposed areas in 
two patients treated for prolonged periods with mechlor- 
ethamine. Metastases to regional nodes occurred in one. 
Topical mechlorethamine is carcinogenic to mice.'** Price” 
found only generalized hyperpigmentation and melano- 
phores in the papillary dermis in six patients with MF 
treated with topical mechlorethamine for two to four 
years. The biopsy specimens were taken from nonexposed 
areas where there had been no evidence of disease. 

Molin et al'** achieved initial complete or partial remis- 
sion in practically all of 21 patients treated with topical 
mechlorethamine, but the relapse rate was high. This was 
attributed to the inadequacy of maintenance therapy. 
Allergie dermatitis occurred in only three cases. Volden 
and Larsen'" induced involution of thick plaques and 
tumors by treatment with mechlorethamine wet packs. 
Price et al desensitized four of six patients allergic to 
mechlorethamine by the topical route. Leshaw et al'" 
failed to induce tolerance to mechlorethamine by prior 
administration of small IV doses. 

Zackheim et al'*''* obtained good results in MF with 
topical applications of carmustine, a nitrosourea compound 
used for the treatment of a wide variety of human 
malignant neoplasms. Nineteen of 24 patients with plaque 
stage I and II disease were kept under "satisfactory 
control" for median follow-up periods of nine and 22 
months, respectively. Results in four patients with SS were 
unsatisfactory. With single-course doses of up to 1,260 mg, 
reversible bone marrow depression, severe irritant derma- 
titis, and telangiectasia occurred in about one third of the 
patients. More recent experience with a lower dosage is 
still favorable, and there are fewer irritant and toxic 
reactions. Carmustine can be used in patients allergie to 
mechlorethamine. Cohen and Bekierkunst'^" obtained invo- 
lution of plaques and tumors in six patients with MF who 
had intralesional and topical BCG vaccine and cord factor 
(a glycolipid extracted from mycobacteria). Notable local or 
systemic reactions were frequent. 


lonizing Radiation 


Treatment of the total body surface with the EB has 
been used for MF since the 1950s. Hoppe et al>! (who 
have treated some 250 patients since 1958) have had the 
most favorable results. The likelihood of initial complete 
remission varied inversely with the extent of disease. This 
was 86% in limited plaque (< 25% surface involvement), 
69% in generalized plaque (> 25%), and 44% in tumor stage 
disease. Patients with less than 25% surface involvement 
had longer survival periods than did those with greater 
than 25% involvement. Over the years, the levels were 
raised from 2.5 to 4.0 meV. Although only three of 17 
patients receiving 800 to 1,000 rads had initial complete 
clearing, 51 of 54 receiving 3,000 to 3,600 rads during an 
eight- to nine-week period did so. Twenty of the 51 
patients remained disease-free for three to 14 years.'^ One 
hundred forty patients treated with 2,000 rads or more had 
a ten-year survival rate of 46%. Aggressive therapy in 


Cutaneous T-Cell Lymphomas—Zackheim 


early stage disease is advocated. Electron beam plus total 
lymphoid irradiation followed by topical mechlorethamine 
therapy is used for some patients with dermatopathic 
lymphadenitis.’ 

Lo et al'**-> summarized the results in 200 patients with 
MF who were treated with EB from 1964 to 1973. All had 
“had at least 50% surface involvement, and more than half 
had had erythroderma or tumors. Single-course doses were 
kept low so that treatment could be repeated if necessary. 
Less than 1,500 rads were given in 84% of the courses. Some 
patients received as many as eight courses. The relapse 
rate was high, and the median duration of substantial 
remission, with doses less than 1,500 rads, was 13 months. 
The three-year absolute survival rate was 54%. Neverthe- 
less, Lo et al believe that, after making allowance for 
differences in stage of disease, their results are similar to 
those of Hoppe et al and others. The “specified maximum 
dose” formula is proposed to standardize dose reporting. 

Spittle?*:5' treated more than 100 patients with MF, 
mostly with advanced disease, with doses of up to 2,600 
rads (absorbed dose, > 5,000 rads). Relapses, when they 
occurred, developed in two to six months. The average 
duration of remission was 18 months. Spittle is currently 
using EB in combination with psoralens and UV-A 
(PUVA). Meyler et al'* treated 39 patients with 3,000 rads 
at 3.0 meV. Only 5% had less than 10% surface involvement. 
Sixteen had complete clearing, seven are in long-term 
remission, and 11 died. Seven of the 11 who died had 
pretreatment palpable nodes. Wallner et al'* treated 30 
patients with 2,500 to 3,000 rads at 3.8 meV. Most of the 
patients had advanced disease. Only 32% had a disease-free 
interval of more than six months. Nisce and Safai'^ 
treated 115 patients once weekly with 400 rads for six to 
eight weeks. More than 90% had advanced disease. Com- 
plete regression was obtained in all. The median duration 
of regression was 19 months. 

Goldschmidt et al*' treated 26 patients who had MF with 
teleroentgen therapy. Notable improvement was obtained 
in 81%. The median duration of remission was six months. 
Wiskemann and Buck" treated 55 patients with tele- 
roentgen therapy and 43 with soft x-rays at shorter 
distances. Nearly half of those receiving teleroentgen 
therapy were symptom free for more than one year. 
Almost 25% were symptom free for more than five years. 
Of the combined 98 patients, 54% were alive after five 
years and 29% after ten years. 

Proctor et al'* reported five patients with MF in whom 
subeutaneous nodules appeared after EB. In three, the 
nodules showed the histologic changes of MF. Such tumors 
may have originated from deep foci not reached by the 
radiation. Price'** found only mild skin changes in ten 
patients treated with EB who had been observed for at 
least ten years. However, single-course doses did not 
exceed 2,100 rads, and total doses did not exceed 2,800 rads. 
Price'** also reported the reversible loss of eccrine function 
after EB. Volden and Larsen'** described two patients with 
MF who acquired squamous cell carcinoma of the neck. 
Both had received previous Grenz ray and soft x-ray 
therapy. 


Photochemotherapy 


Gilehrest et al' originally reported the efficacy of 
PUVA therapy in MF in 1976. In an update report,'* 
PUVA therapy had resulted in good-to-excellent disease 
control in ten of 11 patients for eight months to 4.5 years. 
However, for a variety of reasons, only two of the 11 
patients remained under their physician's care three to 
five years after starting PUVA therapy. Roenigk'**: 
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provided a three-year follow-up of ten patients treated 
with PUVA therapy. Eight have remained clear with 
maintenance therapy. A squamous cell carcinoma devel- 
oped in one. Based on results in 44 patients, Roenigk 
concluded that plaque-stage MF usually clears with PUVA 
treatment, but tumors require x-ray therapy. Parapsoria- 
sis en plaques cleared readily, but three of five patients 
with SS did not respond to therapy. 

After an earlier report of 38 patients by Bleehen et al,' 
Warin et al"? summarized results of PUVA therapy in 56 
patients with MF who were treated for up to two years. 
The conditions of all 15 of the patients with stage I disease, 
22 of the 24 patients with stage II disease, and six of the 15 
patients with tumors remained clear with maintenance 
therapy. Thomsen'? reported complete remissions in 17 of 
26 patients with stage II disease and in six of 12 patients 
with tumors observed for up to two years. Lowe et al'™ 
obtained satisfactory control in eight of nine patients with 
stage II and stage III disease observed for up to 27 months. 
Although histologic improvement was seen in all cases, the 
lower dermal infiltrate remained largely unchanged, and 
this may be the reason for early relapses after stopping 
PUVA treatment in four cases. The addition of PUVA 
treatment to oral therapy improved the condition of one 
patient with SS. Ortonne et al''? found evidence of direct 
cellular destruction produced by PUVA in the MF infil- 
trate by electron microscopy. 

Trioxsalen baths plus UV-A gave satisfactory responses 
in three patients with PEP and in 11 of 12 patients with 
MF stages II and III. Severe phototoxic reactions occurred 
in two patients with erythroderma.'* Molin et al" 
observed three patients in the tumor stage in whom 
internal dissemination occurred soon after the skin lesions 
had cleared with PUVA therapy. Niemi”: described two 
patients in the plaque stage in whom tumors developed 
after three months of PUVA therapy. Verdich'* observed 
squamous cell carcinomas in areas not exposed to the sun in 
two PUVA-treated patients. Volden et al:** noted dimin- 
ished contact sensitivity to mechlorethamine in five 
patients treated with PUVA. Kaposi's varicelliform erup- 
tion appeared in one patient shortly after starting PUVA 
therapy.'*' 


Internal and Combination Therapy 


Most of the chemotherapeutic agents used in the treat- 
ment of lymphomas have been used singly or in combina- 
tion for MF. These data were summarized by the Commit- 
tee on Therapy of the 1979 CTCL Workshop'* and will not 
be reviewed in detail here. Single agents inducing complete 
remissions include mechlorethamine, methotrexate, high- 
dose methotrexate with leucovorin rescue, bleomycin sul- 
fate, doxorubicin hydrochloride, and epipodophyllotoxin. 
The committee concluded that "there are as yet no clear 
long-term examples of patients with advanced disease 
surviving free from relapse after either single-agent or 
combination chemotherapy given alone." 

Griem et al'*? treated 44 patients with advanced MF with 
either localized EB, total skin EB, or total skin EB plus 
internal chemotherapy. Most favorable one-year survival 
rates were obtained in the latter group. Bunn et al'*: 
initiated EB plus internal chemotherapy in 39 patients 
with stages I to V disease. Based on a retrospective 
questionnaire-type study of 90 patients with MF who had 
disease apparently limited to the skin, Redmond and 
Rahbari'*^ concluded that aggressive internal therapy is 
associated with shoftened survival. However, no informa- 
tion was given as to the extent of plaque-stage disease or 
the presence or absence of palpable lymphadenopathy, 
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factors that are of prognostic importance.'' Also, since 
there were no data on SC blood values, SS cannot be ruled 
out in the 12 patients with erythroderma. The findings 
described in this report have otherwise been questioned'** 
and defended.'* 

A beneficial response was obtained in three of four 
patients with CTCL treated with antithymocyte globulin 
by Edelson et al.'** However, disease progression occurred 
in a patient with MF who was treated with this agent by 
Gould et al.'** Promising results with transfer factor were 
reported in MF by Zachariae et al.'*^ As noted previously, 
the report of a beneficial effect of leukapheresis on a 
patient with notably leukemic small cell SS* was not 
confirmed in a later study in which a patient with marked- 
ly leukemic SS and four patients with MF were treated.** A 
decrease in T cells and an increase in null cells followed 
leukapheresis in a patient with MF who was described by 
Gupta et al. Hazen et al'*! noted an apparent acceleration 
of disease activity in two patients with SS who were 
treated with levamisole hydrochloride despite an improve- 
ment in skin reactivity in one. The best results in eight 
patients with SS who were treated by Hamminga et al'* 
were obtained with low-dose chlorambucil plus prednisone. 
However, complete remission was not achieved in any of 
the patients. 


Ervin H. Epstein, Jr, MD, David A. Grekin, MD, and N. Scott McNutt, 
MD, provided helpful eriticism. 
Nonproprietary Names and Trademarks of Drugs 


Carmustine—BiCNU. 

Bleomycin sulfate—Blenoxane. 
Doxorubicin hydrochloride—Adriamycin. 
Levamisole hydrochloride— T'ramisol. 
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TAKEN ONCE A 


D AY only one tablet daily: 
easy to remember, 
easily fits into any lifestyle 


Tinea infections caused by organisms susceptible to griseofulvin. 


TOUGH TINEA TREATMENT IN A 
TINY TABLET... TODAY'S 


GRIS-PEG 


(griseofulvin : 
| ultramicrosize) 
: TA B LETS Please see brief summary of prescribing information on adjoining page 01811 ; 





mum TAS Pe Oe eae OE "n E: " 
dE Sa m T , 
® 





(griseofulvin 
250) ultramicrosize) 
TABLETS 


Brief Summary of prescribing information. 
e. * RUE orar Pharmacology -Controlled bioavailability studies of GRIS-PEG 
have demonstrated blood levels regarded as adequate. 

Thus, the efficiency of gastrointestinal absorption of the ultramicrocrystalline 
formulation of GRIS-PEG is approximately twice that of conventional microsized 
griseofulvin. This factor permits the oral intake of half as much griseofulvin per 
tablet but there is no evidence, at this time, that this confers any significant clinical 
differences in regard to safety and efficacy. 

INDICATIONS: GRIS-PEG (griseofulvin ultramicrosize) is indicated for the treat- 
ment of the following ringworm infections: Tinea corporis (ringworm of the body), 
Tinea pedis (athlete's foot), Tinea cruris (ringworm of the thigh), Tinea barbae 
(barber's itch), Tinea capitis (ringworm of the scalp), and Tinea unguium (onychomy- 
cosis, ringworm of the nails), when caused by one or more of the following genera 
of fungi: Trichophyton rubrum, Trichophyton tonsurans, Trichophyton mentagrophytes, 
Trichophyton interdigitalis, Trichophyton verrucosum, Trichophyton megnini, Tricho- 
phyton gallinae, Trichophyton crateriform, Trichophyton sulphureum, Trichophyton 
schoenleini, Microsporum audouini, Microsporum canis, Microsporum gypseum and 
Epidermophyton floccosum. NOTE: Prior to therapy, the type of fungi responsible 
for the infection should be identified. The use of the drug is not justified in minor or 
trivial infections which will respond to topical agents alone. Griseofulvin is NOT 
effective in the following: Bacterial infections, Candidiasis (Moniliasis), Histoplas- 
mosis, Actinomycosis, Sporotrichosis, Chromoblastomycosis, Coccidioidomycosis, 
North American Blastomycosis, Cryptococcosis (Torulosis), Tinea versicolor and 
Nocardiosis. 

CONTRAINDICATIONS: This drug is contraindicated in patients with porphyria, 
hepatocellular failure, and in individuals with a history of sensitivity to griseofulvin. 

WARNINGS: Prophylactic Usage— Safety and Efficacy of Griseofulvin for Pro- 
phylaxis of Fungal Infections Has Not Been Established. Animal Toxicology — 
Chronic feeding of griseofulvin, at levels ranging from 0.5 to 2.5% of the diet, 
resulted in the development of liver tumors in several strains of mice, particularly 
in males. Smaller particle sizes result in an enhanced effect. Lower oral dosage 
levels have not been tested. Subcutaneous administration of relatively small doses 
of griseofulvin, once a week, during the first three weeks of life has also been 
reported to induce hepatomata in mice. Although studies in other animal species 
have not yielded evidence of tumorigenicity, these studies were not of adequate 
design to form a basis for conclusions in this regard. In subacute toxicity studies, 
orally administered griseofulvin produced hepatocellular necrosis in mice, but this 
has not been seen in other species. Disturbances in porphyrin metabolism have 
been reported in griseofulvin treated laboratory animals. Griseofulvin has been 
reported to have a colchicine-like effect on mitosis and cocarcinogenicity with 
methylcholanthrene in cutaneous tumor induction in laboratory animals. Usage in 
Pregnancy —The safety of this drug during pregnancy has not been established. 
Animal Reproduction Studies — t has been reported in the literature that griseofulvin 
was found to be embryotoxic and teratogenic on oral administration to pregnant 
rats. Pups with abnormalities have been reported in the litters of a few bitches 
treated with griseofulvin. Additional animal reproduction studies are in progress. 
Suppression of spermatogenesis has been reported to occur in rats, but investigation 
in man failed to confirm this. 

PRECAUTIONS: Patients on prolonged therapy with any potent medication should 
be under close observation. Periodic monitoring of organ system function, including 
renal, hepatic and hematopoietic, should be done. Since griseofulvin is derived 
from species of Penicillium, the possibility of cross sensitivity with penicillin exists; 
however, known penicillin-sensitive patients have been treated without difficulty. 
Since a photosensitivity reaction is occasionally associated with griseofulvin therapy, 
patients should be warned to avoid exposure to intense natural or artificial sunlight. 
Should a photosensitivity reaction occur, lupus erythematosus may be aggravated. 
Griseofulvin decreases the activity of warfarin-type anticoagulants so that patients 
receiving these drugs concomitantly may require dosage adjustment of the anti- 
coagulant during and after griseofulvin therapy. Barbiturates usually depress griseo- 
fulvin activity and concomitant administration may require a dosage adjustment of 
the antifungal agent. 

ADVERSE REACTIONS: When adverse reactions occur, they are most commonly 
of the hypersensitivity type such as skin rashes, urticaria, and rarely, angioneurotic 
edema, and may necessitate withdrawal of therapy and appropriate countermeasures. 
Paresthesias of the hands and feet have been reported rarely after extended therapy. 
Other side effects reported occasionally are oral thrush, nausea, vomiting, epigastric 
distress, diarrhea, headache, fatigue, dizziness, insomnia, mental confusion, and 
impairment of performance of routine activities. Proteinuria and leukopenia have 
been reported rarely. Administration of the drug should be discontinued if granulo- 
cytopenia occurs. When rare, serious reactions occur with griseofulvin, they are 
usually associated with high dosages, long periods of therapy, or both. 

DOSAGE AND ADMINISTRATION: Accurate diagnosis of the infecting organism 
is essential. Medication must be continued until the infecting organism is completely 
eradicated as indicated by appropriate clinical or laboratory examination. General 
measures in regard to hygiene should be observed to control sources of infection 
or reinfection. Concomitant use of appropriate topical agents is usually required 
particularly in treatment of tinea pedis. An oral dose of 250 mg of GRIS-PEG 
(griseofulvin ultramicrosize) is biologically equivalent to 500 mg of griseofulvin 
(microsized) USP (see ACTION Human Pharmacology). Adults: Daily administration 
of 250 mg (as a single dose or in divided amounts) will give a satisfactory response 
in most patients with tinea corporis, tinea cruris and tinea capitis. For those fungal 
infections more difficult to eradicate, such as tinea pedis and tinea unguium, a 
divided daily dosage of 500 mg is recommended. In all cases, the dosage should be 
individualized. Children: Approximately 2.5 mg per pound of body weight per day 
is an effective dose for most children. On this basis, the following dosage schedule 
is suggested: Children weighing 30 to 50 pounds— 62.5 mg to 125 mg daily. Children 
weighing over 50 pounds— 125 mg to 250 mg daily. Children 2 years of age and 
younger, dosage has not been established. Dosage should be individualized, as is 
done for adults. Clinical experience with griseofulvin in children with tinea capitis 
indicates that a single daily dose is effective. Clinical relapse will occur if the 
medication is not continued until the infecting organism is eradicated. 
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If you 
order blood 
you need... 





The 1977 edition of General Prin- 
ciples of Blood Transfusion is 
available from the American Medical 
Association. Completely revised and 
updated, this exceptional overview 
brings you the best of informed opin- 
ion and experience in the field of 
transfusion. 


Among the topics listed in the 
table of contents are: 


* Responsibility of the Clinician 
in the Transfusion Service 

* Clinical Indications for the Use 

of Red Cell Concentrates 

Management of Shock 

Massive Transfusions 

Autotransfusions 

Management of Hemorrhagic 

Diseases 


General Principles of Blood Transfu- 
sion is the only book of its type. If you 
order blood or blood components for 
your patients, you need this 
authoritative text. Use the coupon to 
order your copy today! $3.00 
Order Department OP-267 S/J 
American Medical Association 

P.O. Box 821 

Monroe, WI 53566 


Please send copy(ies) of General 
Principles of Blood Transfusion, OP-267, 
at $3.00 each. Allow 4-5 weeks for delivery. 
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benzac' w gel 
penetration... 


puts benzoyl peroxide 
atthe source 
ofthe problem. 


Penetration: Test results show a 
99.996 reduction of P. acnes within the 
follicles; complete sterilization in 60% 
of the follicles tested. * 


Micronized Particles: Allow 
smooth application and even 
dispersion of the benzoyl peroxide 
throughout the base. 


Clinical Effectiveness: 
Substantial reduction in the lesion 
count with a minimum of erythema 
and desquamation. 

Total Patient Compliance: 
Pleasant, effective therapy that gives 
your patients results! 


*Data on file-Owen Laboratories Medical Department 
(See disclosure on next page.) 


Owen Laboratories 
Dallas, Texas 75234 
Division of Alcon Laboratories, Inc. 
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DESCRIPTION: benzac® w 5 (benzoy! peroxide 5%) 
and benzac® w 10 (benzoyl peroxide 10%) are topical 
water-base gel preparations for use in the treatment 
of acne gee Benzoyl peroxide is an oxidizing 
agent which possesses antibacterial properties and 

" is classified as a keratolytic. Benzoyl peroxide 
(C,,H,.0,) is represented by the following chemical 


structure: O 


benzac® w 5 and benzac® w 10 contain, respectively, 
benzoy! peroxide 5% and 10% as the active 
ingredient in a gel base containing dioctyl sodium 
sulfosuccinate, edetate disodium, poloxamer 182, 
carbomer 940, propylene glycol, silicon dioxide, and 
purified water. May also contain citric acid and/or 
sodium hydroxide to adjust pH. 

CLINICAL PHARMACOLOGY: The mechanism of 
action of benzoyl peroxide has not been determined 
but may be related to its antibacterial activity against 
Propionibacterium acnes and its ability to cause 
drying and peeling. Benzoyl peroxide reduces the 


PROFESSOR : 
& CHAIRMAN à 


Department of 
Dermatology 


Thomas Jefferson University is a 
seeking qualified candidates for n. 
the position of Chairman of the E 
Dept. of Dermatology. Can- 
didates should have a back- 
ground in medical education, i: 
medical research, patient care, Te 
and administration of a depart- 
ment in an academic medical E 


center. For consideration, for- - 
concentration of free fatty acids in the sebum. ward application to: od 


Little is known about the percutaneous penetration, HERBERT A. LUSCOMBE, 


metabolism, and excretion of benzoyl peroxide, M.D n L 
although it is likely that benzoic acid is a major Cd n O put: P 
metabolite. There is no evidence of systemic toxicity Y 


Aat Thomas Jefferson a 
caused by benzoyl peroxide in humans. U . E. 
INDICATIONS AND USAGE: benzac® w 5 and 10 are j f IUC i y IOr Q niversity 

indicated for the topical treatment of acne vulgaris. Room 4251 
CONTRAINDICATIONS: benzac® w 5 and 10 are 

contraindicated in patients with a history of O Q Q r 

hypersensitivity to any of the components of the " 


11th & Chesnut St. 
preparations. 


Phila.,PA 19107 
Equal Opportunity Employer 
PRECAUTIONS: 
General: For external use only. If severe irritation 
develops, discontinue use and institute appropriate 


therapy. After the reaction clears, treatment may 
often be resumed with less frequent application. This 
preparation should not be used in or near the eyes or 
on mucous membranes. 
Information for Patients: Avoid contact with eyes, : 
eyelids, lips and mucous membranes. i 
If accidental contact occurs, rinse with water. May d 
bleach hair and colored fabrics. If excessive irritation 
develops, discontinue use and consult your 
physician. ; 
Carcinogenesis, Mutagenesis, Impairment o " 
Fertility: There is no evidence in the published Westwood Pharmaceuticals Inc. 
literature that benzoyl peroxide is carcinogenic, ; 
mutagenic or that it impairs fertility. ; 3 
Pregnancy: Teratogenic Effects: Pregnancy announces 3 
ategory C: Animal reproduction studies have not 1 
een conducted with benzoyl peroxide. It is also not PRE-BOARD SLIDE SEMINAR 
nown whether benzoyl peroxide can cause fetal 
arm when administered to a pregnant woman or can 


E reproduction capacity. Benzoyl peroxide should preparation for the slide segment of 
e used by a pregnant woman only if clearly needed. 


There are no data available on the influence of the the Dermatology Board Examination 
effect of benzoyl peroxide on the later growth, 


development and functional maturation of the unborn 
shild. 

"Nursing Mothers: It is not known whether this drug 
s excreted in human milk. Because many drugs are 
—xcreted in human milk, caution should be exercised 
»when benzoyl peroxide is administered to a nursing 

oman. 
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September 11-13, 1981 
Holiday Inn, Rosemont, Illinois 


Fee: $175 for Board-eligible registrants. 


iatric Use: Safety and effectiveness in children $300 for Board-certified physicians. 
vave not been established. 


WADVERSE REACTIONS: Allergic contact dermatitis 
vas been reported with topical benzoyl peroxide ; 
herapy. contact: Mr. Frank Brisben, 


For registration or additional information 


. DOSAGE AND ADMINISTRATION: benzac® w Westwood Pharmaceuticals Inc., 
5 or 10 should be applied once or twice daily to 


:over affected areas after washing with a mild 468 Dewitt St., Buffalo, N.Y. 14213 


sleanser and water. The degree of drying and peeling (800) 828-7545. 
tan be adjusted by modification of the dosage 
“schedule. 
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Another service to D * 
4OW SUPPLIED: f =e fo Dermatology E 
yenzac* w 5, 60 gm benzac® w 5, 90 gm rom 
tubes tubes 
WANDC 0299-3600-01) (NDC 0299-3600-09) | | lESTUIOOD 
enzac® w 10, 60 gm benzac* w 10, 90 gm PHARMACEUTICALS INC. 


tubes tubes 
—NDC 0299-361 0-01) (NDC 0299-3610-09) 


tore at controlled room temperature (59°-86°F). 
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Vesiculation 


Moist lesions call for a drying vehicl 
Lidex' Cream 0.05% providesit.Inthis formu 
lation, the potent steroid fluocinonide 
is 100% dissolved in the greaseless, non 
staining FAPG’ base for optimal penetra 
tion with the desired arying action. A sens) 
ble choice forthe moist, vesiculated lesions 
of contact dermatitis and other 
responsive dermatoses. 


Lidex 


(fluocinonide) 
Cream oos 





Potency in. 
a slightly drying 


base. 








LIDEX' (fluocinonide) 
Cream 0.0596 


Description LIDEX cream 0.05% contains the active 
compound fluocinonide. Fluocinonide, which is the 
21-acetate ester of fluocinolone acetonide, has the 
chemical formula 6a, 9-difluoro-118, léa, 17, 21- 
tetrahydroxypregna-1, 4-diene-3, 20-dione, cyclic 
16, 17-acetal with acetone, 21-acetate. 


LIDEX cream contains fluocinonide 0.5 mg/g. in 
FAPG' cream, a cream base of stearyl alcohol, poly- 
ethylene glycol 6000, propylene glycol. |, 2, 6- 
hexanetriol and citric acid. This white cream vehicle 
is greaseless, non-staining, anhydrous and com- 
pletely water miscible. The base provides emollient 
and hydrophilic properties. In this formulation, 
the active ingredient is totally in solution. 


Indications Inflammatory manifestations of cortico- 
stercid-responsive dermatoses. 


Contraindications Topical steroids are contraindi- 
cated in patients with a history of hypersensitivity 
to any of the components of the preparation. 


Precautions |f irritation develops, discontinue the 
cream and institute appropriate therapy. 


In the presence of an infection, institute use of an 
appropriate antifungal or antibacterial agent. If a 
favorable response does not occur promptly, dis- 
continue the corticosteroid cream until the infec- 
tion has been adequately controlled. 


It extensive areas are treated or if occlusive tech- 
nique is used, there will be increased systemic 
absorption of the corticosteroid and suitable pre- 
cautions should be taken, particularly in children 
and infants. 


The satety of topical steroids in pregnant women 
has not absolutely been established. In laboratory 
animals, increases in incidences of fetal abnor- 
malities have been associated with exposure of 
gestating females to topical corticosteroids, in some 
cases at rather low dosage levels. Therefore, drugs 
of this class should not be used extensively on 
pregnant patients, in large amounts or for pro- 
longed periods ot time. 


These products are not for ophthalmic use. 


Adverse Reactions Local adverse reactions reported 
with topical corticosteroids: burning, itching, irri- 
tation, dryness, folliculitis, hypertrichosis, acneform 
eruptions, hypopigmentation, perioral dermatitis, 
allergic contact dermatitis, maceration of the skin, 
secondary infection, skin atrophy, striae, miliaria. 
Dosage and Administration A small amount should 
be gently massaged into the affected area three 
or four times daily, as needed. 

How Supplied LIDEX Cream 0.0595 —15, 30, 60, and 
120g. tubes. 








American Medica! Association 
Physicians 
Pi'ocement 
Service 


Opportunity ey 
Placement 
Register 






TK / 
— a 


. . Af you're looking 
for a new practice opportunity 


This new AMA opportunity Placement 
Register contains a description of 
over 4,000 available practice oppor- 
tunities. Each listing is a brief coded 
summary covering location, type of 
practice, area of specialization, and 
other data. Included are two indexes 
to assist you in quickly finding the 
most suitable opportunity. 
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. . .Or looking for a 
physician to fill a position 


The new AMA Physician Placement 
Register lists over 4,000 physicians 
seeking new practice opportunities. 
It includes a brief coded vitae, as well 
as specialty and type of practice 
preferences and current professional 
status. Two computer-generated in- 
dexes facilitate finding suitable can- 
didates. 


Fast turnaround! 


Either Register is mailed within 24 hours of receipt of 
your request. After receiving your selections of the prac- 
tice opportunities or physicians on which you want fur- 
ther information, full-page computer printouts on each 
selection are sent within 10 days. 


Order your Register now! 


Published quarterly by the AMA Physicians’ Placement 
Service, these two Registers are the only comprehen- 
sive national listings of practice opportunities and 
physicians who are seeking new positions. Use the ap- 
propriate coupon below for the Register you desire. 


AMA Physicians’ Placement Service 
American Medical Association 
535 N. Dearborn/Chicago, IL 60610 


YES, | am interested in a new practice 
opportunity. Please send me the new 
AMA OPPORTUNITY PLACEMENT 
REGISTER, along with the registration 
form. 


Name 


Address 





City/State/Zip 





PHYSICIAN PLACEMENT REGISTER 


AMA Physicians’ Placement Service 
American Medical Association 
535 N. Dearborn/Chicago, IL 60610 


YES, | am seeking the services of a, 
physician. Please send me the new AMA 
PHYSICIAN PLACEMENT REGISTER, 
along with the registration form. 


Name 





Organization 





Address 








City/State/Zip 


. Short Reports 


SuogT Reports usually concern a single case report. Text must be typewrit- 
ten, double-spaced, with not more than six references, and should not 
exceed 600 words. If tables or figures are elements of the manuscript, 
please limit text length to 400 words with a total of either three figures or 
tables, or a combination of both. Tables must not exceed 12 lines in depth, 
including the title. For manuscripts containing either one figure and one 
table, or two figures or two tables, maximum text length is 500 words. 
Manuscripts with text only may contain up to 600 words. The usual 
synopsis-abstract should be omitted. For other details, including copyright 
procedure, see “Instructions for Authors.” 


The Sturge-Weber Syndrome 


A Patient With Unusual Features 


D. B. Czarnecki, FACD 


"he Sturge-Weber syndrome is an acquired disorder in 

which vascular malformations are found in the skin, 
meninges, and eyes. Patients usually have a unilateral 
nevus flammeus, ipsilateral meningeal angiomatosis, cere- 
bral calcification, and epilepsy. Less frequently, mental 
retardation, hemiplegia, and congenital glaucoma are 
found.'? A patient who has this syndrome, but with some 
unusual features, is described. 


Report of a Case 


The patient, a 58-year-old man, was born with extensive cuta- 
neous vascular nevi. Initially, the nevi were macular, but, with 
time, cavernous changes developed in some areas. The left eye was 
involved and was blind from birth. Focal epilepsy commenced in 
early childhood but was controlled with anticonvulsants. Atrophy 
and weakness of the right side of the body became apparent as the 
patient grew older. Despite these handicaps, he was able to lead a 
fairly normal life. He did not have any children. There was no 
family history of any similar diseases. 

Examination in 1980 revealed vascular nevi involving most of 
the head and neck; similar lesions were scattered over the chest, 
upper part of the back, arms, and thighs. These nevi were mainly 
macular, but there were cavernous hemangiomas on the face, 
covering and distorting the nose (Fig 1). The right side of the body 
was underdeveloped and showed generalized muscle weakness. 
There was no evidence of hemiplegia. 

A computed tomographic scan of the head showed diffuse 
atrophy of the left half of the cerebral cortex, but there were no 
other pathologic features (Fig 2). A skull roentgenogram was 
normal. 


Comment 


This patient fulfills the criteria for the Sturge-Weber 
syndrome, ie, a facial vascular nevus and evidence of 
intracerebral abnormalities. He also has some features 


From the Dermatology Unit, Prince Henry’s Hospital, Melbourne. 
Reprints not available. 
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Fig 1.—Patient, aged 53 years. Note extensive, bilateral nevi, 
cavernous hemangiomas over nose, and atrophy of right half of 
body. 


rarely found in this disorder. 

First, the vascular nevi were extensive and bilateral 
(covering approximately 3096 of the body) and had a 
prominent cavernous component. This contrasts with the 
usual patient with this syndrome in whom a unilateral, 
macular nevus is found in the area innervated by the 
trigeminal nerve.' Otcasional cases with bilateral involve- 
ment have been reported, but nevi found in sites other 
than on the head are unusual. 
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Fig 2.—Computed tomographic scan of head. There is diffuse 
atrophy of left half of cerebral cortex (left side of figure). No 
calcification is present. 


Second, there was no intracranial calcification, which is 
present in most patients.' This finding is usually evident 
from childhood and has a characteristic and diagnostic 
gyriform pattern. Calcification is generally unilateral, 
although patients with bilateral involvement have been 
described. 

Third, the prognosis in this disease is usually poor. Two 
thirds of the patients are mentally retarded. Most are 
greatly handicapped by a low IQ or with epilepsy, which 
occurs in almost all, or with hemiplegia, which is present in 
one third of the cases.' Death at an early age is the usual 
outeome, the most common causes being pneumonia or 
status epilepticus.' The patient described herein, however, 
has been able to lead a useful life, is able to support 
himself, and is alive and well at the age of 53 years. 


Erie Taft, FACD, reviewed the manuscript. 
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Sebaceous Carcinoma of the Penis 


Arnold R. Oppenheim, MD 


alignant neoplasms of sebaceous glands are rare. Most 

cases originate on the eyelids, where they develop 
from a modified sebaceous gland, the Meibomian gland.’ 
Only 73 cases of extrapalpebral sebaceous gland carcinoma 
have been reported. A patient had a sebaceous gland 
carcinoma of the penile shaft, which to my knowledge, is 
the first case reported for this particular site. 


Report of a Case 


A 77-year-old man with a slowly growing lesion on the dorsum of 
the shaft of his penis was seen by a urologist in April 1977. The 
lesion was present for eight months. Except for two brief episodes 
of bleeding, the lesion had been asymptomatic. Physical examina- 
tion by the urologist disclosed a firm, discrete, light-brown, warty 
mass measuring 1.8 x 1.5 x 1.2 em located on the dorsum of the 


From the Department of Dermatology, Mount Sinai Medical Center, 


Miami Beach. Dr Oppenheim is now with Yale University, New Haven, 
Conn. 


Reprints not available. 
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distal portion of the cireumsized penile shaft, 1.5 em from the 
coronal margin. There was no tenderness, but there was a small 
area of ulceration with crust formation. There was no regional 
adenopathy. 

The lesion was locally excised by the urologist, whose presurgi- 
cal diagnosis was possible condyloma acuminatum. On the cut 
surface, the tumor was light brown-yellow and slightly granular. 
The histologic changes included focal epidermal ulceration and 
large well-circumscribed lobules of epithelial cells (Fig 1). The cells 
showed abundant, vacuolated cytoplasm, suggestive of sebaceous 
gland epithelium (Fig 2). Many of the tumor cells displayed the 
cytologic features of malignancy, including cellular and nuclear 
pleomorphism, hyperchromatism, and numerous mitotic figures 
(Fig 3). The tumor cells invaded the surrounding stroma and 
subcutaneous fat. Many of the tumor lobules showed the centripe- 
tal maturation of sebaceous glands and central pools of eosino- 
philic debris. 

The microscopic diagnosis was carcinoma of the sebaceous 
gland. The excisional margins were clear. No further treatment 
was advised. Three years later there was no evidence of recur- 
rence. 


Sebaceous Carcinoma—Oppenheim 





Fig 1.—General outline of tumor with sebaceous differentiation on 
right and surface epithelium on left (hematoxylin-eosin, original 
magnification X 40). 


Fig 3.—Less differentiated section of tumor displays multiple 
cellular mitoses, atypical mitoses, hyperchromatism, and promi- 
nent nucleoli (hematoxylin-eosin, original magnification x 400). 
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Comment 


Sebaceous glands are most numerous on the scalp and 
face. Of the 73 cases of malignant sebaceous tumors 
reported, 51 have occurred in these areas (71%); the other 
sites commonly affected are the trunk, 14 cases (19%), and 
the extremities, seven cases (10%). Malignant sebaceous 
tumors occur in other sites so rarely that only two such 
reports were found in the literature—a sebaceous gland 
carcinoma on the labium minus? and one on the sole of the 
foot.* The fact that sebaceous glands are found on the penis 
in only one third of men' may account for the rarity of 
sebaceous gland tumors in this location. 

While the age distribution of these tumors is wide, with 
the youngest having occurred in a 15-year-old girl? the 
reported mean age has been 52 to 60.5 years? Sex 
differences have varied in different reports.?** 

The clinieal appearance of these lesions is usually that of 
a slowly progressive, solitary, yellow, ulcerating papule or 
nodule. 

Ahnost all authors agree that classification of these 
tumors is difficult and arbitrary, especially in reference to 
basal eell carcinoma and squamous cell carcinoma with 


- sebaceous gland differentiation.*** The tumor reported 


herein, however, lacked the clinical features ordinarily 
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Fig 2.—Lobules of tumor cells that show sebaceous nature of 
neoplasm are separated by fibrous bands (hematoxylin-eosin, 
Original magnification x 100). 


ascribed to basal cell carcinoma or squamous cell carcino- 
ma, did not have an attachment to the overlying epidermis, 
and displayed the characteristics of sebaceous gland origin. 
Overall, it is possible that the type of tumor, its clinical and 
microscopic features, and its potential for metastasis may 
well depend on whether the tumor originates in the 
sebaceous gland itself or from sebaceous differentiation of 
basal epidermal keratinocytes. 

Carcinoma of the Meibomian gland is locally highly 
invasive, can involve the orbit and meninges, and metasta- 
sizes in 28% to 30% of patients." Metastatic sebaceous gland 
tumors have originated on the chest as frequently as on the 
face and scalp, however. Most metastases are to regional 
lymph nodes*'* distal and visceral metastases are 
extremely rare. King et al" recently described a case in 
which a malignant sebaceous gland carcinoma spread to 
the lungs, small intestine, and urinary bladder. 

Except for the Meibomian gland carcinoma, sebaceous 
gland carcinomas are usually cured by simple excision. 
Those cases that recur are usually the result of inadequate 
treatment with cautery or curettage and cautery.’ It is 
recommended that recurrences or metastases be treated 
with further surgery and, where indicated, with radiother- 
apy as wells? 
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An Unusual Case of Preponderantly 


Right-Sided Syringomas 


Nancy Anderson Wilms, MD, Margaret C. Douglass, MD 


Gyringomas are fairly common, benign, appendageal 

tumors that are believed to represent tumors of intra- 
epidermal eccrine ducts. Multiple lesions on the trunk 
have been reported as a rare type of syringoma under the 
name “eruptive hidradenoma."* An unusual case of erup- 
tive syringomas occurred on the trunk and extremities, 
with a preponderantly right-sided distribution. 


Report of a Case 


A T-year-old boy was seen in 1971 with a two-month history of a 
skin eruption. On examination, there were pinpoint-sized, hypo- 
pigmented to flesh-colored, shiny, grouped papules on the inner 
aspeets of the right thigh, right side of the lower part of the 
abdomen, and the right forearm (Fig 1). The patient did not return 
until 1978, when, at the age of 14 years, he had multiple new 
lesions on the right lower extremity. Many additional papules 
were present on the right thigh, abdomen, and forearm. There 
were only a few scattered new lesions on the left leg, left forearm, 
and left side of the lower part of the abdomen. 

In 1971, a punch biopsy specimen had shown a normal epidermis. 
The dermis contained three cystic ducts, lined by two rows of 
epithelial cells. The lumens were filled with amorphous hyaline 
material One duct showed a comma-like tail of epithelial cells, 
diagnostic of syringoma (Fig 2). In 1978, a biopsy specimen of a 
lesion from the right thigh confirmed the diagnosis of syringo- 
ma. 


Comment 


Syringoma is a common, adnexal tumor that consists of 
skin-colored to yellow papules, 2 to 5 mm in diameter, 
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Fig 1.—Multiple skin-colored to hypopig- 
mented dome-shaped papules on trunk 
and extremities with unilateral preponder- 


Fig 2.—Cystic ducts and epithelial strands 
within fibrous stroma (hematoxylin-eosin, 


usually found symmetrically on the eyelids and the upper 
part of the cheeks in girls at puberty. The lesions have also 
been noted on the abdomen, axilla, neck, vulva,’ penis,’ 
and dorsa of the phalanges.* Multiple lesions of syringoma 
on the trunk were reported as eruptive hidradenoma by 
Jacquet and Darier.? The lesions they described developed 
in large numbers and in successive crops on the neck, chest, 
axilla, abdomen, mons pubis, and groin.” However, prepon- 
derance on one side was not noted. 

To our knowledge, extensive syringomas of principally 
extensive unilateral distribution have not been previously 
reported. Our case is a unique example of widespread 
lesions located preponderantly on the right side of the 
body. Syringomas should be considered in the differential 
diagnosis of papular lesions involving the trunk and 
extremities, including lesions with a preponderantly uni- 
lateral distribution. 
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Cutaneous Amebiasis 


Wayne H. Fujita, MD; Ronald J. Barr, MD; Helen R. Gottschalk, MD 


utaneous amebiasis is uncommon in the United States. 
Its recognition is important since it may be confused 
with a variety of infectious and neoplastic lesions. 


Report of a Case 


A 58-year-old woman was seen in the Dermatology Clinic at the 
University of California, Irvine, with a one-month history of a 
bloody pruritic eruption of the perianal region. Six weeks pre- 
viously she had been examined in the Gynecology Clinic for a 
follow-up evaluation of a vaginal hysterectomy; no anal or perianal 
lesions were noted at that time. 

Physical examination revealed an odoriferous 3 x 3-cm exuda- 
tive, verrucous plaque with a necrotic center in the gluteal cleft at 
the superior border of the anus (Fig 1). The differential diagnosis 
included condyloma acuminatum, condyloma latum, verrucous 
carcinoma, pemphigus vegetans, and cutaneous amebiasis. Rou- 
tine laboratory study results were within normal limits. A urine 
culture showed no growth and a VDRL test result was negative. A 
shave biopsy specimen of the lesion showed verrucous acanthosis 
with foci of superficial crusting and parakeratosis. Careful exam- 
ination showed numerous individual, and small clusters of, tropho- 
zoites of Entamoeba histolytica (Fig 2). These were also in large 
numbers on direct scrappings mounted in saline and in dry mounts 
stained with trichrome. These trophozoites measured approxi- 
mately 60 um in diameter and contained finely granular ampho- 
philic cytoplasm. They were distinguished from histiocytes by the 
presence of a single eccentric nucleus with a central karyosome 
and occasional phagocytized RBCs in the cytoplasm (Fig 3). 

The patient was treated with 750 mg of oral metronidazole three 
times a day for ten days. Two weeks later, the lesion had 
completely resolved. 


Comment 


Cutaneous amebiasis, unlike gastrointestional (GI) tract 
amebiasis, is a rare condition and occurs chiefly in the 
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Fig 1.—Large, oval-shaped, perianal ulcer with verrucous bord- 
er. 
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tropics.' Cutaneous lesions arise from the direct extension 
of GI tract amebiasis, from surgical intervention (produc- 
ing lesions at the incision site), from primary infection of 
the skin, from venereal transmission, or from metastasis 
after parasitemia." Cutaneous lesions have been reported 
to occur on the trunk, buttocks, perineum, genitalia, and 
legs. Amebic ulcers are oval with irregular, necrotic, rag- 
ged, or verrucous borders that extend peripherally and 
rapidly with increasing toxemia. Subcutaneous swellings 
called “amebomas” may also occur. Skin lesions develop 
most often in patients in poor general health as a conse- 
quence of fistulous extension from a GI tract or hepatic 
abscess.** The cutaneous amebiasis that developed in our 
patient, who was otherwise in good health, probably was a 


Fig 3.—Direct smear showing four trophozoites. Two have 
engulfed RBCs. Note prominent central karyosome in nucleus of 
organism at far left (Gomori's trichrome, x 400). 





Fig 3.—Direct smear showing four trophozoites. Two have 
engulfed RBCs. Note prominent central karyosome in nucleus of 
organism at far left (Gomori's trichrome stain, x 400). 
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result of direct extension from asymptomatic intestinal 
amebiasis. 

Cutaneous amebiasis may be preceded by diarrhea, 
dysentery, or the passing of mucus. Saline mounts of skin 
scrappings of the lesion or a biopsy specimen from the 
uleer edge will demonstrate trophozoites and confirm the 
diagnosis. 

In our patient, treatment with 750 mg of oral metroni- 
dazole three times a day for ten days resulted in rapid 
healing, in agreement with previous reports.*^ Other drugs 
used in the treatment of cutaneous amebiasis are iodo- 
chlorhydroxyquin and dehydroemetine hydrochloride. 


Gary Friedly assisted with organism identification. 


Nonproprietary Name and Trademark of Drug 
3 
Metronidazole— Flagyl. 
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Methotrexate Reactivation of Sunburn Reaction 


Katalin S. Korossy, MD, Antoinette F. Hood, MD 


Reactivation of a subsiding sunburn after the adminis- 

tration of methotrexate is an unusual event about 
which little has been written. Although methotrexate is 
known as a potentially photosensitizing drug, the exact 
nature of this phenomenon is not understood. Since metho- 
trexate often is used in the treatment of psoriasis, it is 
important that dermatologists be aware of the peculiar 
reaction reported herein. 


Report of a Case 


A previously healthy 32-year-old woman underwent a hysterec- 
tomy in January 1977 for choriocarcinoma of the uterus. Two 
months later, chemotherapy with methotrexate was begun. Every 
other week she received methotrexate, 2.5 mg/day orally, for 
seven consecutive days. 

In June 1977, after working in her garden, the patient had a 
mild erythema develop on the sun-exposed areas of her back and 
arms. The sunburn occurred during a week in which she was not 
receiving methotrexate. Two days after this sun exposure, she 
resumed receiving methotrexate. Within 48 hours, she noted a 
steadily progressive increase in the erythema in the previously 
sunburned skin sites. This was followed by severe edema, vesicu- 
lation (Figure), and great discomfort. Vigorous symptomatic 
therapy with wet dressings and topical steroids was begun while 
she continued receiving methotrexate, and the reaction gradually 
subsided. The patient had no flare during the subsequent weekly 
courses of chemotherapy, but she avoided sun exposures sufficient 
to produce sunburn. 


Comment 


Methotrexate, an antimitotic and immunosuppressive 
agent, is widely used in the treatment of various malignant 
neoplasms as well as in certain dermatologic disorders. 
Methotrexate binds with the enzyme dihydrofolate reduc- 
tase and, thus, inhibits cellular replication by blocking 
DNA synthesis. All rapidly proliferating cells are sensitive 
to the effects of methotrexate. Clinical use of the drug may 


ee 
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produce such adverse reactions as bone marrow depression, 
mucosal ulcerations, nausea, vomiting, hepatoxicity, and 
alopecia. These side effects can be notably decreased when 
leucovorin calcium is administered, even after high doses 
of methotrexate (leucovorin rescue technique).? 

Photosensitivity is said to occur in 5% of patients 
receiving oral methotrexate for psoriasis,’ but the nature 
of this reaction is not defined.'* Reactivation of solar 
erythema by methotrexate was first noted in 1965 by 
Vogler et al‘; a second case was described four years later 
by Móller? Using an experimental animal model system, 
Móller demonstrated that this phenomenon was actually a 
"false photosensitivity." When methotrexate and ultravio- 
let (UV) energy were administered simultaneously, there 
was no enhancement of the radiation effect, as is the case 
in "true photosensitivity." However, if methotrexate was 
administered during the subsiding phase of UV-induced 
erythema, it caused enhancement of the inflammatory 
reaction. This reactivation phenomenon occurred only if 
methotrexate was administered one to three days after the 
UV irradiation. Administration of the methotrexate on the 
day of or more than three days after the exposure did not 
result in reactivation or enhancement of the inflammation. 
Thus, the term "photosensitivity" is incorrect and should 
not be used in respect to methotrexate-induced solar burn 
reactivation. 

This reaction is probably unrelated to the enzyme inhibi- 
tory effect of the methotrexate, since the reactivation 
phenomenon can be elicited by other chemically unrelated 
chemotherapeutic agents,** and the administration of leu- 
covorin will not prevent reactivation of solar erythema.' 

Epidermal hyperplasia occurs one to three days after 
mild or moderate sunburn reaction. This is associated with 
an increased rate of basal cell proliferation after enhanced 
DNA, RNA, and protein synthesis? Damage to these 
hyperproliferating cells by methotrexate might, in some 
way, explain the increased cutaneous inflammation seen in 
our patient. ; 

This hypothesis, however, would not explain the similar . 
reactivation of non-UV-induced acute inflammation by 
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Sharply demarcated area of erythema, edema, and blister forma- 
tion on upper back in earlier site of mild sunburn reaction. 


agents used in cancer therapy. Reactivated radiodermati- 
tis or radiation recall is a well-known complication of 
combined or sequential radiation chemotherapy treatment. 
Reactivation of scabies rash,’ irritant dermatitis, and 
extravasated doxorubicin hydrochloride-caused tissue ne- 
crosis'" and other examples of the recall reaction. 

It might be further hypothesized that some chemothera- 
peutic agents suppressing the local mononuclear cell 
response of inflammation" allow the nonrepressed factors 
inducing inflammation to produce far more intense and 
prolonged effects. Thus, methotrexate may primarily 
affect a certain step in the sequence of events producing 
inflammation, just as cyclophosphamide may alter various 
immune reactions, eg, enhancing delayed hypersensitivity 
by depletion of suppressor T cells. Such drug effects could 


Chromohyphomycosis 


Treatment With Ketoconazole 


David A. South, MD; Corstiaan Brass, MD; David A. Stevens, MD 


(Shromomycoses (CM) are a group of chronic, indolent 

fungal infections of man and animals, in which the 
cutaneous and subcutaneous tissues are invaded by one of 
several species of dematiaceous (dark-brown or black) 
fungi.' The term “chromohyphomycosis” (CHM) refers to a 
rare clinicopathologic subtype of CM manifested by a 
dermal nodule, in which discrete brown hyphae may be 


* demonstrated. A patient with CHM was successfully 


treated with ketoconazole. 
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explain the elevated histamine and protease activity noted 
in individual cases reported previously.*^ 

Beyond the practical importance of the reactivation 
phenomenon to clinieal dermatology, its further study 
might shed more light on the origins of inflammatory 
events in certain skin disorders. 


Nonproprietary Name and Trademark of Drug 
Doxorubicin hydrochloride— Ad riamycin. 
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Report of a Case 


A 56-year-old woman had a history of rapidly progressive renal 
failure and pulmonary hemorrhage developing in November 1978. 
An extensive workup failed to define the cause of either syn- 
drome, but the patient was empirically treated with cyclophos- 
phamide, 100 mg/day orally, and methylprednisolone sodium 
succinate, 50 mg/day intravenously (IV), between December 1978 
and January 1979. A favorable response to this regimen was 
followed by maintenance therapy with prednisone alone, 20 mg/ 
day orally, for the remainder of 1979. 

While receiving prednisone, the patient noted the onset of a 
solitary skin lesion on the right leg. She denied trauma, insect bite, 
recent foreign travel, or gardening. 

Clinical examination disclosed a discrete, sharply marginated, 
nontender, erythematous 1'4-cm nodule of the lateral portion of 
the right knee (Fig 1}. Microscopic examination of a biopsy 
specimen of the nodule showed a chronic granulomatous reaction 
in the dermis (Fig 2) and brown, beaded, segmented hyphae, 8 to 
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Fig 1.—Erythematous nodule of right 


Fig 2.—Skin biopsy showing chronic gran- 
ulomatous inflammatory reaction of der- 


mis (hematoxylin-eosin, original magnifi- md 


cation x 40). 





10 pm in diameter, on hematoxylin-eosin (Fig 3) and Gomori 
methenamine silver stains. Primary isolate cultures on 
Sabourand-cycloheximide-chloramphenicol agar yielded Exophiala 
jeanselmei. ; 

The patient was referred for a trial of ketoconazole, 200 mg/day 
orally, which was started in early April 1979. During the next three 
months, the nodule involuted to a purple macule, and the keto- 
conazole therapy was then discontinued. An excisional biopsy 
specimen then failed to show any evidence of residual CHM by 
microscopic examination or on culture. 


Comment 


Zaias,; in 1978, introduced the term “chromohyphomyco- 
sis” to delineate that pathologic syndrome from the other 
deep forms of CM. Clinically, the dermal nodules are 
chronic, erythematous, and indolent. Microscopically, ei- 
ther an abscess or granuloma, without sinus tract forma- 
tion, is produced by the dematiaceous molds. In CHM, the 
causative agent is found in vivo exclusively as single brown 
hyphae rather than in thallus form or as sclerotic bodies. 
Exophiala (Phialophora) gougerotii is the most common 
etiologie species,’ but other causative species have been 
reported. Similar infections of muscle, bone, the heart 
valves, the brain, and the eye also are included within this 
subset, whereas these infections were previously known 
variously as phacosporotricosis, phaeohyphomycosis, and 
keratochromomycosis. 

Ketoconazole is a new investigational oral antifungal 
agent, an imidazole related to miconazole. It is inhibitory 
to most fungi in vitro at low concentrations and has been 
efficacious in treating numerous systemic and superficial 
fungal infections during its initial cUnical evaluation.’ At 
the commonly used dosages of 200 to 400 mg/day, no 
serious toxic reactions or adverse side effects have 
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Fig 3.—Brown segmented hyphae present 
in biopsy section (hematoxylin-eosin, orig- 
inal magnification x 300). 


emerged in human studies to date.* 

No completely satisfactory therapeutie agent has been 
found for treating CM. Surgical excision or curettage and 
electrodesiccation have been advocated for smaller lesions. 
Agents used for chemotherapy have included amphotericin 
B, thiabendazole, flucytosine, and miconazole, as single 
agents or in combination. In vitro or in vivo resistance of 
the organism or toxic reactions in the patient have limited 
use of these modalities. | 

It seems ketoconazole, because of its desirable pharma- 
cologie properties, limited toxicity, and the treatment 
results observed in our case, may be a promising antifungal 
agent for the treatment of CHM. One cannot, yet, assume 
that ketoconazole therapy for CM will be similarly success- 
ful. The thick-walled ovoid spores (Medlar bodies) of CM 
might protect against adequate penetration of the drug, 
whereas the exposed hyphae of CHM may be more perme- 
able. 


This study was supported in part by a research grant from the Medical 
Research Council of Canada. 

Robert Legendre of Janssen Research and Development, New Brunswick, 
NJ, facilitated this study. 


Nonproprietary Names and Trademarks of Drugs 


Amphotericin B—F'ungizone. 
Flucytosine—A ncabon. 


References 


1. Pierson DL: Chromomycosis. J Assoc Milit Dermatol 1975;1:42-45. 

2. Zaias N: Chromomycosis. J Cutan Pathol 1978;5:155-164. 

3. Borelli D, Bran JL, Fuentes J, et al: Ketoconazole, an oral antifungal: 
Laboratory and clinical assessment of imidazole drugs. Postgrad Med J 
1979;55:657-661. K 


Chromohyphomycosis—South et al 


~i 


Annular Pustular Psoriasis 


Donald J. Adler, DO; J. Marvin Rower, MD; 
Ken Hashimoto, MD 


(Qereralized pustular psoriasis is a rare form of psoriasis 
characterized by the following four clinical patterns: 
Zumbusch, annular, exanthematic, and localized.' In con- 
trast to the Zumbusch variety, the annular type is less 
severe and benign. It consists of gyrate, annular lesions 
with an erythematous, scaly, pustular margin. A history of 
psoriasis vulgaris is usually absent. Subcorneal pustular 
dermatosis (SPD) is frequently confused with annular 
pustular psoriasis (APP).'* We report a case of APP in a 
3-year-old girl who had a previous diagnosis of SPD. 


Report of a Case 


A 3-year-old girl was referred to Children's Medical Center, 
Dayton, Ohio, in January 1979, with an exacerbation of a pustular 
eruption that began at 3 weeks of age. A skin biopsy done in 
January 1977 was read as “psoriasiform dermatitis.” A second 
biopsy specimen in October 1977 showed a subcorneal pustule. A 
diagnosis of SPD was made and dapsone therapy, 25 mg every 
other day, was started. An anemia developed and the drug therapy 
was discontinued. 

Physical examination in January 1979 showed an irritable child, 
with a temperature of 37.7 °C. On the trunk and extremities, there 
were annular, gyrate, scaly bands of erythema, with pinhead-sized 
pustules at the advancing borders (Fig 1 and 2). There was 
noticeable scaling and crusting of the scalp. The remainder of the 
findings from physical examination was normal. 

Abnormal laboratory findings included a WBC count of 
18,100/cu mm and a sedimentation rate of 30 mm/hr (normal, 1 to 
9 mm/hr). Multiple bacterial cultures from the pustules were 
sterile. A 3-mm punch biopsy specimen showed a spongiform 


pustule in the epidermis. Direct immunofluorescence microscopy 


for IgG, IgM, IgA, and C3 was negative. 

The patient showed almost complete clearing after the applica- 
tion of betamethasone dipropionate cream. However, further 
exacerbations were noted, especially after periods of emotional 
stress. 


Comment 


Other names for APP are erythema annulare-like pustu- 
lar psoriasis,’ annular centrifugal psoriasis; and the 
Lapiére type of pustular psoriasis.‘ Clinically, it is charac- 
terized by annular lesions with rapidly evolving pustules 
that frequently last only 24 hours before becoming desqua- 
matous.' Rarely, clinically observable pustules may be 
lacking.* Like the Zumbusch type of pustular psoriasis, 
fever and leukocytosis commonly accompany the attacks; 
however, unlike the Zumbusch type, APP almost always 
runs a benign course. Exacerbations are frequently noted 
within hours after emotional stress. 

Annular pustular psoriasis must be differentiated from 
tinea corporis, erythema annulare centrifugum, ichthyosis 
linearis cireumflexa, necrolytie migratory erythema, and 
SPD. Differentiation from SPD ean be difficult; however, 
several features distinguish these two conditions. Histolog- 


From the Dermatology Section, Allen Park Veterans Administration 
Center (Dr Hashimoto); Wright State University School of Medicine (Drs 
Adler, Rower, and Hashimoto); Dayton VA (Dr Adler), Dayton, Ohio. 
Reprints not available. 


Arch Dermatol—Vol 117, May 1981 





Fig 1.—Annular, gyrate, scaly bands of erythema on trunk and 
legs. 


Fig 2.—Pustular, erythematous, scaly plaques on abdomen. 





ically, in APP a spongiform pustule is seen in the epider- 
mis. Parakeratosis and acanthosis may also be present. In 
SPD, a subcorneal blister is seen, with the epidermis 
remarkably uninvolved.’ In APP, if biopsy of an older 
pustule is done, healing of the epidermis may have taken 
place, with loss of the spongiform changes. Neutrophils 
that have taken up a subcorneal position may then be the 
predominant feature. Therefore, an early pustule should 
undergo biopsy, and multiple biopsy specimens may be 
needed to arrive at a correct diagnosis. 


This research was supported in part by the Veterans Administration. 


Nonproprietary Name and Trademarks of Drug 
Betamethasone dipropionate— Diproderm, Diprosone. 


References 


l. Baker H, Ryan TJ: Generalized pustular psoriasis: A clinical and 
epidemiological study of 104 cases. Br J Dermatol 1968;80:771-793. 

2. Clavert HT: Pustular psoriasis (type Lapiére)—(annular centrifugal 
psoriasis). Br J Dermatol 1967;79:719-721. 

3. Resnick JS, Cram DL: Erythema annulare-like pustular psoriasis. Arch 
Dermatol 1973;108:687-688. 

4. Lapiére S: Deux cas de psoriasis recidivants a elements evoluant de 
facon anormalement rapide en quelques jours. Arch Belg Dermatol Syphil- 
igr 1959;15:7-12. 

5. Sneddon IB: Subcorneal pustular dermatosis. Int J Dermatol 
1977;16:640-644. 


Annular Pustular Psoriasis—Adler et al 313 


Books 


Hormone Therapy of Acne: Clinical and Experimental Principles, by Doris 
Fanta, 91 pp, 25 illus, $20.10, New York, Springer-Verlag, 1980. 

This book by Dr Doris Fanta of Vienna is a German- 
to-English translation and updated version of a volume 
previously published in 1978. Although it contains a modest 
77 pages of text material, it manages, nevertheless, to 
compress within its soft covers a reasonably detailed 
review (283 references) of acne. As indicated by the title, 
the emphasis is on the endocrinologic aspects of the 
disease. This reviewer’s comments will be restricted to 
hormonal factors, as befits the book’s title and the partic- 
ular clinical and research interests of Fanta. 

The section of the book dealing with the hormonal 
treatment of acne is preceded by a consideration of 
hormonal influences on the pilosebaceous unit and on acne. 
Fanta perpetuates an oft-cited error, namely, that proges- 
terone is “androgenic” and sebum stimulating (it is nei- 
ther) and that the amounts of skin surface lipid fluctuate 
throughout the menstrual cycle, paralleling the level of 
progesterone (they do not). Her discussion of the antian- 
drogenic properties of progesterone should have alerted 
her to this misconception. It is certainly possible—and even 
likely—that progesterone is acnegenic to a varying degree, 
but, if so, the mechanism is not one of sebaceous gland 
stimulation. In the same vein, her assertion that endoge- 
nous estrogens have an ameliorating effect on acne 
because of the frequent clinical improvement of acne 
observed in the follicular phase of the menstrual cycle 
remains an untested hypothesis. 

In this volume, Fanta reports her unpublished studies of 
the measurement of plasma testosterone in women with 
acne. Studying 180 cases, she found no statistically signif- 
icant mean difference in testosterone levels as compared 
with normal, although she mentions that in 17% of cases 
the values clearly exceeded the norm. There is no further 
delineation of this small subset of cases that might indicate 
whether these persons showed other evidences of virilism. 
In her review of the findings of previous investigators, 
Fanta notes differences among them on the results of the 
measurements of androgens in patients with acne but 
affords little insight as to the host of variables that might 
explain them. 

The hormonal treatment of acne is reviewed in consider- 
able detail. Particular attention is directed to the use of a 
treatment not available in the United States, namely, the 
simultaneous peroral administration in women of the 
antiandrogen, cyproterone acetate, and the estrogen, ethi- 
nyl estradiol. This medication contains 2 mg of cyproterone 
acetate plus 50 ug of ethinyl estradiol, administered cycli- 
cally, as for oral contraception. Fanta summarizes her own 
published studies, showing that after six months’ treat- 
ment, almost 80% of patients demonstrated a greater than 
50% reduction of inflammatory lesions, together with a 46% 
decrease in the quantity of skin surface lipid. Even without 
placebo or untreated groups for comparison, the responses 
observed are indeed gratifying, but it is not possible to 
know the relative therapeutic contribution of the individu- 
al hormonal components. It is disappointing that a compa- 
rable group treated with estrogen alone was not 
included. 

The potent antiandrogenic effect of cyproterone acetate 
has stimulated several investigators to study the effect of 
its topical administration on sebum production and on 
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acne. Fanta, noting the published reports of the failure of 
cyproterone acetate to effect any ¢hange, describes her 
own studies showing that a 0.5% concentration of cyproter- 
one acetate, in an isopropyl myristate vehicle, was able to 
decrease sebum secretion by 45% and improve the acne, 
after only a four-week period of daily applications. Control 
groups of patients treated with 17a-estradiol or vehiclé ` 
alone showed no change. These results are impressive, yet a 
bit surprising when one considers the relatively short 
period of treatment and the largely disappointing experi- 
ences of previous observers. The possibility that the partic- 
ular vehicle used by Fanta accounts for the differences she 
observed should be an impetus for further investigations of 
topical antiandrogens in the treatment of acne. 

PETER PocHi, MD 

Boston 


Allergic Diseases: Diagnosis and Management, ed 2, by Roy Patterson, 714 
pp, 27 illus, $42.50, Philadelphia, JB Lippincott Co, 1980. 

The second edition of this textbook represents a substan- 
tial improvement over the first edition. The volume begins 
with an informative and readable chapter on the immune 
response and hypersensitivity reactions. This provides a 
good background of present knowledge of the fundamen- 
tals regarding antibody-mediated and cell-mediated 
hypersensitivities for the clinical chapters that follow. 
However, no mention is made of basophils in delayed-type 
hypersensitivity skin reactions, including the newer knowl- 
edge on Jones-Mote reactions (cutaneous basophil hyper- 
sensitivity). 

On the whole, the clinical chapters are well written and 
provide useful information on the pathogenesis, diagnosis, 
and management of allergic diseases. References have 
been brought up to date. Chapters that are of particular 
interest to the dermatologist are those on allergens and 
other factors important in atopic disease (with a section on 
house dust and dust mites), allergy to stinging insects, 
urticaria and angioedema, atopic dermatitis, drug allergy, 
allergic contact dermatitis, and pruritus. 

The chapter on urticaria and angioedema is well written. 
Although papular urticaria and urticaria pigmentosa, con- 
trary to what is usually done, are listed as forms of 
urticaria, localized heat urticaria is not mentioned. Cuta- 
neous mastocytosis is listed a second time under dermato- 
graphism. 

The chapter on atopic dermatitis is the least accurate 
and contains misleading information. Clearing of atopic 
dermatitis on removal from the usual environment is said 
to occur "occasionally" rather than frequently. The histo- 
pathologic description of the disease states: “In acute 
eczema there is exudation into the intracellular spaces of 
the stratum corneum with the formation of epithelial 
vesicles” and “contact dermatitis from nickel or cadmium 
usually presents no serious problem in differential diagno- 
sis.” 

The chapter on drug allergy is extensive, and the mate- 
rial is presented in a practical way that should prove 
helpful to all those interested in this important subject. 
The chapters on allergic contact dermatitis and pruritus 
also are well written. 

The drawbacks of this textbook reside mainly in the 
descriptions of the gross and microscopic aspects of skin 
diseases. However, it provides much theoretical and practi- 
eal information that should prove highly useful to practi- 
tioners and students. 

Ruporr L. BAER, MD 
New York r 
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Contraindications: MICATIN has no known 
contraindications. 


Precautions: |f a reaction suggesting sensitivity or 
chemical irritation should occur, use of the medication 
should be discontinued. 


e Fast Symptomatic Relief—within 
72 hours for most patients. 


e Low Relapse Rate—in t. pedis, 90% 
remained clear after one month of 
follow-up. 


e Economical—one prescription is 
usually enough. 


e [he Largest Tube Size Available— 
85 grams. 


e Highly Effective—common dermato- 
phytes and Candida. 


For external use only. Avoid introduction of MICATIN 
(miconazole nitrate 2%) into the eyes. 


Adverse Reactions: There have been isolated reports 
of irritation, burning and maceration associated with 
application of MICATIN. 


Caution: Federal law prohibits dispensing without a 
prescription. 
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(miconazole nitrate 2%) 


The Reliability 


of Miconazole... 
MICATIN makes it clear. 


ORTHO 
DERMATOLOGICAL DIVISION 


ORTHO PHARMACEUTICAL CORPORATION 
Raritan, New Jersey 08869 


© OPC 198) 


will help your 
acne patients see 
a clearer profile. 


Unique versatility 
e the only benzoyl peroxide Rx WASH. 


e 5% and 10% GELS— with a microfine 
formulation that helps reduce papules 
and pustules and prevent new lesions. 





Desquam-X 


: (5% & 1096 Benzoyl Peroxide, 
6% laureth-4) 


will help your 
acne patients see 
a Clearer profile. 


DESQUAM-X* WASH contains 4% 
benzoyl peroxide, sodium octoxynol-3 
sulfonate, water, dioctyl sodium sulfo- 
succinate, sodium lauryl sulfoacetate, 
magnesium aluminum silicate, 
methylcellulose, EDTA. 


DESQUAM-X" 5 contains 5% benzoyl 
peroxide, 6% laureth-4, carbomer-940, 
di-isopropanolamine, disodium edetate 
and water. 


DESQUAM-X* 10 contains 10% benzoyl 
peroxide, 6% laureth-4, carbomer-940, 
di-isopropanolamine, disodium edetate 
and water. 


Contraindications: Not to be used in 
patients known to be sensitive to any 
ingredient of Desquam-X. 


Precautions: Avoid contact with eyes 
and mucous membranes. To prevent 
bleaching, avoid contact with hair. 
Keep this and all drugs out of the reach 
of children. For external use only. 


Note: May bleach colored fabrics. 


How Supplied: Gel— Plastic tubes 
1.5 02 (42.5 g), 3 oz 
(85 g) 
Wash Plastic bottles 
5 oz (141.8 g) 


For full prescribing information, see 
package insert. 
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Unique versatility 
e the only benzoyl peroxide Rx WASH. 


.e 5% and 10% GELS— with a microfine 
formulation that helps reduce papules 
and pustules and prevent new lesions. 


LUESTLUOOD® 


™ PHARMACEUTICALS INC. 
Buffalo, New York 14213 
In Canada, Belleville, Ontario K8N 5E9 
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Join hands 
with your colleagues 
around the world.. . 


to improve 
health care 
for the people 
of all nations 





When you join the World Medical Association, you join thousands of 
your colleagues around the world in supporting these worthy goals: 


To serve humanity by endeavoring to achieve the highest inter- 
national standards in medical education, medical science, medical 
ethics, and health care for all peoples of the world. 


The International Voice of Medicine 

The WMA is medicine’s international representative and advocate, pro- 
tecting and fostering the rights and interests of physicians and people 
of all nations. Through its declarations on human torture, pollution, 
medical ethics, and other critical issues, the WMA provides guidelines 
for national medical associations and governments world-wide. 


An Activist Role 

The WMA is engaged in a broad range of programs, such as medical 
education, socio-medical affairs, primary health care, and environmental 
health, through which it seeks to raise the standards of health care 
around the world. 


WMA Needs Your Support 
It is your international professional organization; it deserves your Sup- 
port. Send for complete information today! 


Join the World Medical Association 


World Medical Association 

North American Region 

536 North State Street 

Chicago, IL 60610 

YES, | want to support the World Medical Associa- 
tion. Please send complete information and a 


membership application. (According to WMA bylaws, only 
physicians are eligible for membership.) 
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Hydrocortisone 


“Twenty-five years after its discovery... topical bydrocortisone 
is, indeed, still the drug of choice in certain a natomical areas 
and in certain skin diseases and age groups.” 
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(hydrocortisone cream 2/2%, 1%, 72%, ointment 1%, 2%) 


effective alternatives to fluorinated steroids 
in the majority of inflammatory dermatoses 


Description: Cream, hydrocortisone 7576, 1% 0I 214% in a water-washable cream containing exposure of gestating females to topical corticosteroids, in some cases at rather low dosage 
purified water, propylene glycol, glycery! monostearate, cholesterol and related sterols levels. Therefore, drugs of this class should not be used extensively on pregnant patients, 
isopropyl myristate, polysorbate 60 cetyl alcohol, sorbitan monostearate polyoxy! 40 stearate in large amounts, or for prolonged periods of time 

and sorbic acid. Ointment, hydrocortisone 1⁄4% or 1% in an emollient ointment containing The product is not for ophthalmic use 


ré S.P., white pe S.P., sorbitan ses sate : 
Pee 9 " g ees " ien : me n ; s = NUS E 3 d $ Adverse Reactions: The following local adverse reactions have been reported with topical 
| ction: Topical Steroids are primarily effective because of their anti-inflammatory, antipruritic corticosteroids. especially under occlusive dressings: burning. itching, irritation, dryness, 
and vasoconstrictive actions folliculitis, hypertrichosis, acneform eruptions, hypopigmentation, perioral dermatitis, allergic 
indications: For relief of the inflammatory manifestations of corticosteroid-responsive contact dermatitis. maceration of the skin, secondary infection skin atrophy, striae, miliaria 


cormatoseos. . Dosage and Administration: Apply to affected areas 3 or 4 times daily 
Contraindications: Topical steroids are contraindicated in those patients with a history of How Supplied: Cream 214% — Tube 1 oz. and 2 oz- 1% and 14% — Tube 1 oz. and Jar 4 oz 
hypersensitivity to any of the components of the preparation Ointment, Tube 1 oz. and Jar 4 oz | i3 

Precautions: If irritation develops, the product should be discontinued and appropriate key (i zi AMA ; f 

therapy instituted np inl: law prohibits spene ng WADON en MS 

in the presence of an infection the use of an appropriate antifungal or antibacterial agent 1. Marmelzat, W.L.: J. Dermatol. Surg. Oncol. 3(6):595 Nov./Dec. 1977 
should be instituted. If a favorable response does not occur promptly, the corticosteroid should — 


he discontinued until the infection has been adequately controlled For Patient Starters Call Toll-Free (800) 523-6674 


If extensive areas are treated or if the occlusive technique is used there will be increased 
systemic absorption of the corticosteroid and suitable precautions should be taken, particularly - 


in children and infants ieee E Ty | T 
Although topical steroids have not been reported to have an adverse effect on human De | ud 8 8 DT ry E cate 1 5 nmatoroay 
———— UU 


regnancy, the safety of their use in pregnant women has not absolutely been established. In AASER 2, 
aboratory animals, increases in incidence of fetal abnormalities have been associated with Dermik Laboratories, Inc.. Fort Washington Pa. 19034 
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DOVE DOESN'T 


SOAP 10. 


SOAP 14 SOAP 15 


Landmark comparative soap- Hitano test proves DOVE "in a class by itself"! 
Superior to over 15 well-known soap brands. Superior even to the “mildest” soaps. 
Reason: DOVE is not a soap. Unlike soaps (which are all markedly alkaline), 
DOVE is a neutral cleansing bar. Has a pH of 7. Is 25% moisturizer. And 0% alkali. 
Thus it cannot strain the skin’s natural buffering capacity. Cannot harm normal 
or damaged skin. Authoritative laboratory and clinical tests prove it.” 
Recommend DOVE with confidence. An ideal adjunct for treatment of commonly 
seen dermatoses. For infants, children, adults, the aged. For normal skin, too. 


1. Frosch PJ, Kligman AM: J Am Acad Dermatol 1:35, 1979. 2. Monograph of labor: itory and clinical studies available on request? 
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i *MAIL THIS COUPON FOR MONOGRAPH OF LABORATORY 
ı AND CLINICAL STUDIES + COMPLIMENTARY DOVE BAR 
Lever Brothers Company, Dept. HPD 
390 Park Avenue, New York, N.Y. 10022 
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Demonstrated in clinical studies — 


. 506 patients for up to 7 months 


Cloderm (clocortolone pivalate) Cream 0.1 95 
Contraindications: Topical steroids are con- - 
traindicated in those patients with a history of. 
hypersensitivity to any of the components of 
the preparation. 

Precautions: If irritation develops, the product 
should be discontinued and appropriate 
therapy instituted. 

In. the presence of an infection, the use of an 
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appropriate antifungal or antibacterial agent 
should be instituted. If a favorable response 
does not occur promptly, the corticosteroid _ 
should be discontinued until the infection has 
been adequately controlled. If extensive areas 
are treated or if the occlusive technique is used, 
there will be increased systemic absorption of 
the corticosteroid and suitable precautions 
should be taken, particularly in GERUCH and 
infants. 


Although topical steroids have not been re- 
ported to have an adverse effect on human 
pregnancy, the safety of their use in pregnant 
women has not absolutely been established. I 
laboratory animals, increases in inc idence of 
fetal abnormalities have been associ iated with 
exposure of gestating females to topical cam 
steroids. in some cases at rather low dosage 
levels. Therefore, drugs of this class should ni 
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GRISACTIN ULTRA 


(GRISEOFULVIN ULTRAMICROSIZE) 
125, 250 MG TABLETS 


Ultramicrosize GRISACTIN® Ultra offers three 
significant benefits for treating tinea infections”: 


— optimal bioavailability 
— often the convenience of one small tablet a day 
— economy 


Ultramicrosize GRISACTIN Ultra. All the griseofulvin 
your patients need — for as long as they need it. 


AND NOW... 
TELEAVAILABLE TE 


Physicians can request free product samples by dialing 
toll-free: Continental U.S.A.: 800-528-6050 (except Arizona) 
Arizona: 800-352-0458, Alaska/ Hawaii: 800-528-0470. 

This service is available for your convenience 24 hours-a-day, 
every day. 
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BRIEF SUMMARY 

(For full prescribing information, see package circular.) 
GRISACTIN* Ultra 

Brand of griseofulvin ultramicrosize 

A Fungistatic Antibiotic 

INDICATIONS: Griseofulvin is indicated for the treatment of 
ringworm infections of the skin, hair, and nails, namely: Tinea 
corporis, Tinea pedis, Tinea cruris, Tinea barbae, Tinea 
capitis. Tinea unguium (onychomycosis) when caused by one 
or more of the following genera of fungi: Trichophyton rubrum, 
Trichophyton tonsurans, Trichophyton mentagrophytes, Trich- 
ophyton interdigitalis, Trichophyton verrucosum, Trichophyton 
megnini, Trichophyton gallinae, Trichophyton crateriform, 
Trichophyton sulphureum, Trichophyton schoenleini, Micros- 
porum audouini, Microsporum canis, Microsporum gypseum, 
Epidermophyton floccosum. 

NOTE: Prior to therapy, the type of fungi responsible for the 
infection should be identified. 

The use of this drug is not justified in minor or trivial infec- 
tions which will respond to topical agents alone. 

Griseofulvin is not effective in the following: Bacterial infec- 
tions, Candidiasis (Moniliasis), Histoplasmosis, Actinomy- 
cosis, Sporotrichosis, Chromoblastomycosis, Coccidioi - 
domycosis, North American Blastomycosis, Cryptococcosis 
(Torulosis), Tinea versicolor, Nocardiocis. 
CONTRAINDICATIONS: This drug is contraindicated in 
patients with porphyria, hepatocellular failure, and in individ- 
uals with a history of hypersensitivity to griseofulvin. 
WARNINGS: Prophylactic Usage: Safety and efficacy of 
griseofulvin for prophylaxis of fungal infections has not been 
established. 

Animal Toxicology: Chronic feeding of griseofulvin, at levels 
ranging from 0.5-2.5% of the diet, resulted in the development 
of liver tumors in several strains of mice, particularly males. 
Smaller particle sizes result in an enhanced effect. Lower oral 
dosage levels have not been tested. Subcutaneous adminis- 
tration of relatively small doses of griseofulvin, once a week, 
during the first th-ee weeks of life has also been reported to 
induce hepatomata in mice. Although studies in other animal 
species have not yielded evidence of tumorigenicity, these 
studies were not of adequate design to form a basis for 
conclusions in this regard. 

In subacute toxicity studies, orally administered griseofulvin 
produced hepatocellular necrosis in mice, but this has not 
been seen in other species. Disturbances in porphyrin metab- 
olism have been reported in griseofulvin-treated laboratory 
animals. Griseofulvin has been reported to have a colchicine- 
like effect on mitosis and cocarcinogenicity with methylcho- 
lanthrene in cutaneous tumor induction in laboratory animals. 

Usage in Pregnancy: The safety of this drug during preg- 
nancy has not been established. 

Animal Reproduction Studies: It has been reported in the 
literature that griseofulvin was found to be embryotoxic and 
teratogenic on oral administration to pregnant rats. Pups with 
abnormalities have been reported in the litters of a few bitches 
treated with griseofulvin. Additional animal reproduction 
studies are in progress. 

Suppression of spermatogenesis has been reported to 
occur in rats, but investigation in man failed to confirm this. 
PRECAUTIONS: Patients on prolonged therapy with any 
potent medication should be under close observation. Peri- 
odic monitoring of organ system function, including renal, 
hepatic, and hematopoietic, should be done. 

Since griseofulvin is derived from species of Penicillium, 
the possibility of cross-sensitivity with penicillin exists: 
however, known penicillin-sensitive patients have been 
treated without difficulty. 

Since a photosensitivity reaction is occasionally associated 
with griseofulvin therapy, patients should be warned to avoid 
exposure to intense natural or artificial sunlight. Should a 
photosensitivity reaction occur, lupus erythematosus may be 
aggravated. 

Griseofulvin decreases the activity of warfarin-type antico- 
agulants so that patients receiving these drugs concomitantly 
may require dosage adjustment of the anticoagulant during 
and after griseofulvin therapy. 

Barbiturates usually depress griseofulvin activity and 
concomitant administration máy require a dosage adjustment 
of the antifungal agent. 

ADVERSE REACTIONS: When adverse reactions occur, they 
are most commonly of the hypersensitivity type such as skin 
rashes, urticaria, and rarely, angioneurotic edema, and may 
necessitate withdrawal of therapy and appropriate counter- 
measures. Paresthesias of the hands and feet have been 
reported rarely after extended therapy. Other side effects 
reported occasionally are oral thrush, nausea, vomiting. 
epigastric distress. diarrhea, headache. fatigue, dizziness. 
insomnia, mental confusion, and impairment of performance 
of routine activities. 

Proteinuria and leukopenia have been reported rarely. 
Administration of the drug should be discontinued if granulo- 
cytopenia occurs. 

When rare, serious reactions occur with griseofulvin, they 
are usually associated with high dosages, long periods of 
therapy, or both. 

DOSAGE AND ADMINISTRATION: Adults: 250 mg daily for 
most patients, and 500 mg daily in divided doses for patients 
with fungal infections that are more difficult to eradicate 

Children: 2.5 mg per pound of body weight per day is effec- 
tive for most children. Children 2 years of age and younger: * 
dosage has not been established. 7655/381 
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application in the treatment of acne vulgaris. 
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Cooling, unscented formula. 
Effective immediately upon - 
application. Resists washoft 
from swimming and - 
p er spiration 


Liberal and reqular use mat help 


prevent such harmful effects of the 
ʻ$ 
71 ie 


Heqular use may help prevent 
uch harr mA effects « of the sun as skin 


í incer a nd preme uri aging. 


sun as premature agug « 


skin and skin cance 
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- Total Eclipse Sunscreen Lotion SPF 15 
gives immediate full A apertu protection. 


E Protection when: you E Moisturizing, elegant formula. 


^ ^ Proven to have an SPF of 15 three ttle l 
$ er Patients will 
application? No need to wait an hour PER. PORIE Merced uia ions Lis nongreasy 


to the sun: y | - | 
. The highest deseo ol x er ae E ate cooling, 
sun protection available. ~ Noncomedogenic, fast-drying formula. ideal for- 


Pr otection extends beyond the sunburn (UVB il 
Spectrum into the Papena ange ms Ea yskinned patients. 


M. E " 


X, 


ce 


~ - 


“The Eclipse Suncare Family: 
Your full line of defense. against sun damage. ^. 


E ators Techical Report #63: V NE ng Bee cie Hte Ced tag A DUREE 7 x Ern 
ie iow ne ii Wet > anes Fee - : Allergan Pliármaceuticals, Inc., Irvine, California92713, USA. 
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“RIOEVADABLE 


An elusive 
tinea infection 
that can 

take months 
to clear. 





€ 
* 


 BCAMVAILABLE 





GRISACTIN UITRA 


(GRISEOFULVIN ULTRAMICROSIZE) 
125, 250 MG TABLETS 


Ultramicrosize GRISACTIN® Ultra offers three 
significant benefits for treating tinea infections*: 





— optimal bioavailability 
— often the convenience of one small tablet a day 
— economy 


Ultramicrosize GRISACTIN Ultra. All the griseofulvin 
your patients need — for as long as they need it. 


TE 


AND NOW... 
TELE-AVAILABLE 


Physicians can request free product samples by dialing 
toll-free: Continental U.S.A.: 800-528-6050 (except Arizona) 
Arizona: 800-352-0458, Alaska/ Hawaii: 800-528-0470. 

This service is available for your convenience 24 hours-a-day, 
every day. 
“With infections due to griseofulvin-sensitive fungi. 

Please see brief summary of prescribing information on following pade. 
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| A BRIEF SUMMARY 


(For full prescribing information, see package circular.) 
GRISACTIN* Ultra 

Brand of griseofulvin ultramicrosize 

A Fungistatic Antibiotic 

INDICATIONS: Griseofulvin is indicated for the treatment of 
ringworm infections of the skin, hair, and nails, namely: Tinea 
corporis, Tinea pedis, Tinea cruris, Tinea barbae, Tinea 
capitis. Tinea unguium (onychomycosis) when caused by one 
or more of the following genera of fungi: Trichophyton rubrum, 
Trichophyton tonsurans, Trichophyton mentagrophytes, Trich- 
ophyton interdigitalis, Trichophyton verrucosum, Trichophyton 
megnini, Trichophyton gallinae, Trichophyton crateriform, 
Trichophyton sulphureum, Trichophyton schoenleini, Micros- 
porum audouini, Microsporum canis, Microsporum gypseum, 
Epidermophyton floccosum. 

NOTE: Prior to therapy, the type of fungi responsible for the 
infection should be identified. 

The use of this drug is not justified in minor or trivial infec- 
tions which will respond to topical agents alone. 

Griseofulvin is not effective in the following: Bacterial infec- 
tions, Candidiasis (Moniliasis), Histoplasmosis, Actinomy- 
cosis, Sporotrichosis, Chromoblastomycosis, Coccidioi - 
domycosis, North American Blastomycosis, Cryptococcosis 
(Torulosis). Tinea versicolor, Nocardiocis. 
CONTRAINDICATIONS: This drug is contraindicated in 
patients with porphyria, hepatocellular failure, and in individ- 
uals with a history of hypersensitivity to griseofulvin. 
WARNINGS: Prophylactic Usage: Safety and efficacy of 
griseofulvin for prophylaxis of fungal infections has not been 
established. 

Animal Toxicology: Chronic feeding of griseofulvin, at levels 
ranging from 0.5-2.5% of the diet, resulted in the development 
of liver tumors in several strains of mice, particularly males. 
Smaller particle sizes result in an enhanced effect. Lower oral 
dosage levels have not been tested. Subcutaneous adminis- 
tration of relatively small doses of griseofulvin, once à week, 
during the first thee weeks of life has also been reported to 
induce hepatomata in mice. Although studies in other animal 
species have not yielded evidence of tumorigenicity, these 
studies were not of adequate design to form a basis for 
conclusions in this regard. 

in subacute toxicity studies, orally administered griseofulvin 
produced hepatocellular necrosis in mice, but this has not 
been seen in other species. Disturbances in porphyrin metab- 
olism have been reported in griseofulvin-treated laboratory 
animals. Griseofulvin has been reported to have a colchicine- 
like effect on mitosis and cocarcinogenicity with methylcho- 
lanthrene in cutaneous tumor induction in laboratory animals. 

Usage in Pregnancy: The safety of this drug during preg- 
nancy has not been established. 

Animal Reproduction Studies: It has been reported in the 
literature that griseofulvin was found to be embryotoxic and 
teratogenic on oral administration to pregnant rats. Pups with 
abnormalities have been reported in the litters of a few bitches 
treated with griseofulvin. Additional animal reproduction 
studies are in progress. 

Suppression of spermatogenesis has been reported to 
occur in rats, but investigation in man failed to confirm this. 
PRECAUTIONS: Patients on prolonged therapy with any 
potent medication should be under close observation. Peri- 
odic monitoring of organ system function, including renal, 
hepatic, and hematopoietic, should be done. 

Since griseofulvin is derived from species of Penicillium, 
the possibility of cross-sensitivity with penicillin exists: 
however, known penicillin-sensitive patients have been 
treated without difficulty. 

Since a photosensitivity reaction is occasionally associated 
with griseofulvin therapy, patients should be warned to avoid 
exposure to intense natural or artificial sunlight. Should a 
photosensitivity reaction occur, lupus erythematosus may be 
aggravated. 

Griseofulvin decreases the activity of warfarin-type antico- 
agulants so that patients receiving these drugs concomitantly 
may require dosage adjustment of the anticoagulant during 
and after griseofulvin therapy. 

Barbiturates usually depress griseofulvin activity and 
concomitant administration may require a dosage adjustment 
of the antifungal agent. 

ADVERSE REACTIONS: When adverse reactions occur, they 
are most commonly of the hypersensitivity type such as skin 
rashes. urticaria, and rarely, angioneurotic edema, and may 
necessitate withdrawal of therapy and appropriate counter- 
measures. Paresthesias of the hands and feet have been 
reported rarely after extended therapy. Other side effects 
reported occasionally are oral thrush, nausea, vomiting, 
epigastric distress, diarrhea, headache, fatigue, dizziness, 
insomnia, mental confusion, and impairment of performance 
of routine activities. 

Proteinuria and leukopenia have been reported rarely. 
Administration of the drug should be discontinued if granulo- 
cytopenia occurs. 

When rare, serious reactions occur with griseofulvin, they 
are usually associated with high dosages, long periods of 
therapy, or both. 

DOSAGE AND ADMINISTRATION: Adults: 250 mg daily for 
most patients, and 500 mg daily in divided doses for patients 
with fungal infections that are more difficult to eradicate. 


Children: 2.5 mg per pound of body weight per day is effec-, 


tive for most children. Children 2 years of age and younger. 
dosage has not been established. 7655/381 


AYERST LABORATORIES 
New York, N.Y. 10017 


























Westwood Pharmaceuticals Inc. 
announces 


PRE-BOARD SLIDE SEMINAR 





preparation for the slide segment of 
the Dermatology Board Examination 





September 11-13, 1981 
Holiday Inn, Rosemont, Illinois 


Fee: $175 for Board-eligible registrants. 
$300 for Board-certified physicians. 


For registration or additional information 
contact: Mr. Frank Brisben, 
Westwood Pharmaceuticals Inc., 

468 Dewitt St., Buffalo, N.Y. 14213 
(800) 828-7545. 


Another service to Dermatology 
from 


UlEeSTWOOD 


PHARMACEUTICALS INC. 





A safe, 
economical method 
of permanent 
hair removal— 
from face, legs, body 


To save valuable office time, 
you can confidently 
recommend Perma Tweez to 
your patients for their 

home use. 


e Battery-operated instrument self- 
sterilizes when current flows. 


e Original patented self-correcting 
needle. 


e No-puncture safety feature helps 
prevent infection. 


e Proved clinically safe 
(report on request). 


PERMA TWEEZ & ATTACHMENT $22.95 
[] Check Enclosed [] Invoice after 30 days 


30 DAY UNCONDITIONAL MONEY BACK GUARANTEE 


GENERAL MEDICAL CO., Dept. D-134 
1935 Armacost Ave., West Los Angeles, CA 90025 











This common wart can be destroyed 
Safely, simply, effectively. ..even at hom 
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Cross-section 
of common wart 





Salicylic Acid, USP, 16.7%, and Lactic Acid, USP. 16.7%. 
in Flexible Collodion, USP 


»..an outstandingly successful 
SPOTTY uuu c2 


16.7%, in Flexible Collodion, USP 


the precise 16.796 concentrations of salicylic and lactic acid Indications: DUOFILM is indicated as a keratolytic agent for thi 


removal of benign epithelial tumors such as common warts 


: i i Dosage and Administration: Prior to the application of DUOFILM 

that proved so effective, convenient and well tolerated during soak the aenta cree MM: Prior to the application of OMNE 
i T ; 2 thoroughly with a clean towel 

SIX years of British wart studies. Apply four drops of DUOFILM directly to the wart using the plastii 

applicator. Each drop should be permitted to dry before re-applica 


NOW, two years after introd uction here, Duofilm has been tion of the liquid. Care should be taken to see that DUOFILM is nc 


applied to the surrounding skin. A Band-Aid* or similar bandagt 


judged "outstandingly successful," "a conservative and should then be applied lightly 








1 enl should take place once daily and continue as directec 

5 act H . u j sician 

effective initial treatment,"* capable of curing “as many Contraindloaiions: Diabetics or patiénts with impaled’ LAMAN 
^ E . é ^ : "A culation should not use DUOFILM. Do not use on moles, birthmark: 

patients within the same period as liquid nitrogen. or unusual warts with hair growing from them 


Precautions: For external use only 


Duofilm: Use it in your Own practice and prove to yourself DUOFILM is highly flammable and should be kept away from fire o 


flame. Keep bottle tightly capped when not in use. Store at controllec 


that a well-conceived wart medicine can be equal or superior 3m emperature 


If spilled on mucous membranes or in eyes, flush with water 








: . remove precipitated collodion, and flush with water for an additiona 
to cautery or caustics—yet safe enough for patients to use 15 minutes | | 
h : : Keep this and all medication out of the reach of children 
How Supplied: DUOFILM is available in Y fl. oz. bottles with plastic 
at home. By prescription only. Houi SUP 
C rm Caution: Federal law prohibits dispensing without a prescription. 
r = References: 
s 1. Rees RB: Cutis 23:588, 1979. 2. Bunney, MH: Drugs 13:445, 
For a complimentary 4977. 3. Greenberg JH, Lewis CW: Dermatology 1:29, 


1978. 4. Arndt KA: Warts, in Manual of Dermatologic Therapeutics, 


Duofilm Treatment- table Unit 2nd ed, Boston, Little, Brown, 1978, p 213 
and additional product 
information, call our toll-free '. 
number: 1-800-327-3858. W STIEFEL 


Stiefel Laboratories, inc. 28 
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AND 
A RECORD OF 
RAPID RESPONSE. 


RATE OF RESPONSE ' 


Medium potency 


[uw 
~ 
— 
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Well-accepted vanishing cream 
base 


S 


Molecularly unique 





Economical — less expensive 
than many other medium- 
potency steroids 
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14 
DAY OF OBSERVATION 


m Contact dermatitis (24 patients) em em Seborrheic dermatitis (23 patients 
@@@ Atopic dermatitis (109 patients) 


MEDIUM-POTENCY 


CLODERM Ot 


(clocortolone pivalate) 


be used extensively on pregnant patients, in contact dermatitis, maceration of the skin, DERMATOLOGICAL DIVISION alin’, 
large amounts, or for prolonged periods of secondary infection, skin atrophy, striae and ORTHO PHARMACEUTICAL 

time. The product is not for ophthalmic use. miliaria. ee eee Eon d 
Adverse Reactions: The following local adverse *Data on file. Dermatological Division, pl ara 
reactions have been reported with topical Ortho Pharmaceutical Corporation. . 
corticosteroids, especially under occlusive Fer local and/or systemic adverse reactions that 
dressings: burning, itching, irritation, drvness, may be encountered with all topical cortico- 
folliculitis, hypertrichosis, acneform eruptions. steroids, especially under occlusive dressings, 
hypopigmentation, perioral dermatitis, allergic please see full prescribing information. 
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- THE ONLY WAY TO 


END THE EPIDEMIC 
IS OVER HER DEAD 
BODY. 


Kill the female itch mite (sarcoptes 
scabiei) and you've stopped the current 
scabies epidemic. Because when she 
burrows deep into the stratum corneum, 
she defies diagnosis and resists removal 
by surface-acting medications and 
cleansers. Her success has been making 
headlines around the country— with re- 
ports of scabies outbreaks in rural and 
suburban areas as well as in the cities. 

A quick and simple diagnosis. 
Scabies can mimic a number of der- 
matological conditions,'-? such as urticaria, furunculosis 
and dermatitis—as well as syphilis, with which it may 
coexist. But there's an almost foolproof way to recognize 
it. Even in the absence of the fierce nocturnal itching? and 
the lesion distribution characteristic of the disease 
(hands, wrists and elbows in 9 out of 10 cases),' a quick 
microscopic look can confirm your scabies diagnosis. 

To demonstrate the itch mite, look for an unscratched, 
inhabited burrow (wherever the patient says he itches at 
that very moment is a likely spot). Use a strong light, a 
magnifying glass and a surgical blade to which a drop of 
mineral oil is added. Scrape several sites. Transfer the 
material to a slide, cover and examine under low power 
magnification.” 4 (If you don't spot any parasites in egg, 
larvae or adult stages, look for their red fecal compac- 
tions. They can be just as diagnostic.) 


Kwell: penetrating action to kill mites, their eggs and 
larvae. Once you've found scabies, there's a positive way 
to eradicate it. Kwell (lindane) 195 Lotion or Cream. It 
penetrates to reach the scabietic burrows, kill the female 
mites and, of course, the less tenacious males, as well as 
their eggs and any larvae that may have hatched. In fact, 
Kwell works so consistently and well against scabies that 
it has been the most widely prescribed scabicide for three 
decades. 


Cream/Lotion 











Nearly 10096 effective. The clinical 
record of Kwell has never been sur- 
passed by any other pediculicide. It is 
“nearly 100% effective,"' and often 
works with a single application 
(a second or third application may be 
made at weekly intervals, if needed). 
Your patients will appreciate the low 
risk of sensitization and irritation.* 6 
And you will appreciate that Kwell 
works so predictably that it serves to 
confirm your diagnosis of scabies. 
Not many pharmaceutical preparations can match that 
record of dependability. 

CONTRAINDICATIONS: KWELL Cream and Lotion are contraindicated for 
individuals with known sensitivity to the product or any of its components. 


WARNING: KWELL CREAM AND LOTION SHOULD BE USED WITH CAUTION 
ESPECIALLY ON INFANTS, CHILDREN, AND PREGNANT WOMEN. 
LINDANE PENETRATES HUMAN SKIN AND HAS THE POTENTIAL FOR CNS 
TOXICITY. STUDIES INDICATE THAT POTENTIAL TOXIC EFFECTS OF 
TOPICALLY APPLIED LINDANE ARE GREATER IN THE YOUNG. Seizures have 
been reported after the use of lindane but a cause and effect relationship has not 
been established. 

Simultaneous application of creams, ointments, or oils may enhance the 
percutaneous absorption of lindane. 

PRECAUTIONS: If accidental ingestion occurs, prompt gastric lavage will rid the 
body of large amounts of the toxicant. However, since oils favor absorption, 
saline cathartics for intestinal evacuation should be given rather than oil laxatives. 
If central nervous system manifestations occur, they can be antagonized by the 
administration of pentobarbital or phenobarbital. 

If accidental contact with eyes occurs, flush with water. If irritation or 
sensitization occurs, discontinue use and contact a physician. 

ADVERSE REACTIONS: Eczematous eruptions due to irritation from this product 
have been reported. 

REFERENCES: 1. Patient Care 7:94, Nov. 1, 1973. 2. Stankler, L.: Practitioner 
210:803, June 1973. 3. Domonkos, A.N. (ed.): Andrews' Diseases of the Skin: 
Clinical Dermatology, ed. 6, Philadelphia, W.B. Saunders Company, 1971, 

pp. 511-513. 4. Muller, G., et al: Arch. Dermatol. 107:70, Jan. 1973. 5. James, 
B.H.E.: Br. Med. J. 1:178, Jan. 15, 1972. 6. Sollman, T.: A Manual of Pharma- 
cology, ed. 8, Philadelphia, W.B. Saunders Company, 1957, p. 178. 

SEM courtesy of J.M. Rower, M.D., Columbus, Ohio 


| ( REED & CARNRICK 


Kenilworth, New Jersey 07033 
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THE SCABICIDE OF CHOICE. 


An unsurpassed standard of therapy 
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" Unique 
acetone gel 
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39^ — Availableintubes of TI^ oz.and 5oz. 
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f DERMATOLOGICAL DIVISION ORTHO 
7 ORTHO PHARMACEUTICAL s zd 
CORPORATION | 

Raritan, New Jersey 08869 





new treatment form for acne 


from Dermik Research 





A new acne modality providing the establishe 
effectiveness of Vieminckx’s solution 





... without the 
objectionable odor 


„in a versatile new 
mask vehicle—for 
face, neck, chest, 
shoulders and back 


...providing significant 
reductions in 
comedones, papules 
and pustules 
—with little or no 
irritation 


, 


SQUE 


(6% sulfurated lime solution) 





Simple nighttime application yields early 
measurable responses 


Report from 10-week controlled study’... 


Lesion counts—patients on VLEMASQUE® 


Comedones Papules Pustules 
no. no. no. 
50 





0 2 4 7 10 0 2 4 7 10 
Weeks Weeks Weeks 


Iwenty-seven male and 32 female patients, ages 13 to 40 years, moderate to severe acne. Generous 
applications of VLEMASQUE® (or, randomized, vehicle alone) every other evening for 10 weeks, 
with 30 patients receiving VLEMASQUE® and 29 receiving vehicle. Physician counts of comedones, 
papules, pustules in weeks 0,2,4,7 and 40. 


e No adverse reactions noted or reported in VLEMASQUE? group 
e No male or female patient on VLEMASQUE? discontinued treatment 
In addition, specific tests for comedogenicity were conducted in rabbits by an independent research 


laboratory. Results: "Vlemasque" (log #800523) is virtually non-comedogenic, with a comedogenic 
reading of 0 to 1+.” ?3 


Investigator’s global ratings e Compatible with other topical treatment 
‘blinded evaluations of 30 patients) May be used in a regimen with antibiotics or 
No. Patients exfoliating medications. 
-Xcellent 9 
E * Immediate effect on application 
Voderate 40 a B dicia enhances patient acceptance and 
light 4 compliance with treatment 
à; Mildly astringent effect leaves skin less oily and 
YS change Ó smooth feeling, without erythema or peeling. 


ORS 4 e VLEMASQUE' is promoted exclusively to — . 
Discontinued 0) phvsicians i 


NEW acne treatment form from Dermik Laboratorie 


VLEMASQUE 


(6% sulfurated lime solutic 


Unique* new form of acne therapy provides marked reduction in comedone: 
papules and pustules with simple nighttime applications 


4 . Apply generously to affected areas. 










2 = Let dry 20-25 minutes. 
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The effectiveness of Vieminckx’s solution...Without the odor 


Description: Contains sulfurated lime solution 6%, S.D. alcohol 796 in a drying clay mask. 

Indication: For the treatment of acne. 

Directions: Daily, apply generous layer over entire face and neck, or as directed by physician. Avoid eyes, nostrils and 
lips. Leave on for 20-25 minutes. Remove with lukewarm water, using a gentle circular motion. Pat dry. 

Warnings: Keep away from eyes. In case of contact, flush eyes thoroughly. For external use only. If any irritation appears, 
stop treatment. 

How Supplied: 4 oz. Jars. 

References 

4. Data on file, Dermik Laboratories, Inc. 


2. Data on file, Dermik Laboratories, Inc. 
3. Kligman AM, Kwong T: An improved rabbit ear model for assessing comedogenic substances. Br J Dermatol 100:1-4, 1979. 


For Patient Startérs 


‘Dedicated ty Dermatolog 
Call Toll-Free (800) 523-6674. | 
In Pennsylvania 


Call Collect (215) 641-1866. , 
Dermik Laboratories, Inc. Blue Bell, PA 19422 , 





(desoximetasone) 
__EMOLLIENT CREAM 0.25% 
L For topical use only. 
) Caution: Federal law prohibits dispensing with. 


iN Com arative 
studies or pSoriasis 


For full prescribing information, please see second page following. 





9 clinical comparison 
establish a therapeut 
choice for psoriasis - 


In nine separate protocols, involving 1060 patients, Topic 
Emollient Cream 0.2596 was compared with betametha- 
sone dipropionate cream 0.05%, triamcinolone acetonic 
cream 0.1%, fluocinolone acetonide cream 0.025%, flur: 
drenolide cream 0.0596, another fluocinolone acetonide 
cream 0.025%, fluocinonide cream 0.05%, diflorasone 
diacetate cream 0.0596, hydrocortisone valerate cream 
0.296 and betamethasone valerate cream 0.1%. 


The results, in every comparison: “Excellent” and exce 
lent and good" overall evaluation scores were higher for 
Topicort. 


The therapeutic choice has a distinctive base 

For psoriasis and other topical corticosteroid-responsiv 
dermatoses, a water-in-oil emollient cream base, withou 
propylene glycol. Emollience of an ointment, cosmetic 
acceptability and easy application of a cream — with nc 
parabens, no chloro-m-cresol. Plus the convenience an 
economy of b.i.d. dosage and availability of economica 
60-g tubes. 


*Data on file and available on request from Hoechst-Roussel Pharmaceuticals Inc., Somerville, 
Jersey 08876. Dosage was b.i.d. for all products. In four studies, one side effect each of triamci 
acetonide, fluocinolone acetonide, flurandrenolide and hydrocortisone valerate reported. No si 
effects of Topicort reported in eight studies. 


In one study, two side effects of Topicort reported and one side effect of betamethasone valerat 
reported. 


Please see full prescribing information on the following page. 


TOPICOR 


(DESOXIMETASONI 


Emollient Cream 0.25 
‘Proved against the tough on 





Topicort’ EMOLLIENT CREAM 0.25% 


(desoximetasone) 
and 


Topicort: LP mouent cream 0.05% 


(desoximetasone) 


DESCRIPTION — Topicort* (desoximetasone) Emollient 
Cream and Topicort* LP (desoximetasone) Emollient 
Cream contain the active synthetic corticosteroid desox- 
imetasone. The chemical name of desoximetasone is 
9a-fluoro-1 18, 21 -dihydroxy-16a-methyipregna-1, 4-diene- 
3,20-dione. 


The chemical structure is: 
CH, 
HO COCH,OH 
H,C 


Oo 


Each gram of Topicort® (desoximetasone) Emollient Cream 
0.25% contains 2.5 mg desoximetasone in an emollient 
cream consisting of isopropyl myristate, cetylstearyl 
alcohol, white petrolatum, mineral oil, lanolin alcohol and 
purified water. 


Each gram of Topicort® LP (desoximetasone) Emollient 
Cream 0.05% contains 0.5 mg desoximetasone in an 
emollient cream consisting of isopropy! myristate, 
cetylstearyl alcohol, white petrolatum, mineral oil, lanolin 
alcohol, edetate disodium, lactic acid and purified water. 


ACTIONS — Topical steroids are primarily effective 
because of their anti-inflammatory, antipruritic and 
vasoconstrictive actions. 


INDICATIONS — Topicort* (desoximetasone) Emollient 
Cream and Topicort® LP (desoximetasone) Emollient Cream 
are indicated for the relief of inflammatory manifestations 
of corticosteroid-responsive dermatoses 


CONTRAINDICATIONS — Topical steroids are contrain- 
dicated in those patients with a history of hypersensitivity to 
any of the components of the preparation 


PRECAUTIONS — if irritation or sensitization develops, 
this product should be discontinued and appropriate therapy 
instituted. 


In the presence of an infection the use of an appropriate 
antifungal or antibacterial agent should be instituted. If a 
favorable response does not occur promptly, the cor- 
ticosteroid should be discontinued until the infection has 
been adequately controlled. 


If extensive areas are treated or if the occlusive technique 
is used there will be increased Systemic absorption of the 
corticosteroid and suitable precautions should be taken, 
particularly in children and infants. 


Although topical steroids have not been reported to have an 
adverse effect on human pregnancy, the safety of their use 
in pregnant women has not been absolutely established. In 
laboratory animals, increases in incidence of fetal abnor- 
malities have been associated with exposure of gestating 
females to topical corticosteroids, in some cases at rather 
low dosage levels. Therefore, drugs of this class should not 
be used extensively on pregnant patients, in large amounts, 
or for prolonged periods of time. 


This product is not for ophthalmic use. 


ADVERSE REACTIONS — The following local adverse 
reactions have been reported with topical corticosteroids, 
especially under occlusive dressings: burning, itching, irrita- 
tion, dryness, folliculitis, hypertrichosis, acneiform erup- 
tions, hypopigmentation,perioral dermatitis, allergic contact 
dermatitis, maceration of the skin, secondary infection, skin 
atrophy, striae, miliaria. 


DOSAGE AND ADMINISTRATION — Apply a thin film of 
Topicort® (desoximetasone) Emollient Cream or 

Topicort® LP (desoximetasone) Emollient Cream to the af- 
fected skin areas twice daily. Rub in gently. 


HOW SUPPLIED — Topicort* (desoximetasone) Emollient 
Cream 0.25% is supplied in 15- and 60-gram tubes. 


Topicort* LP (desoximetasone) Emollient Cream 0.05% is 
supplied in 15- and 60-gram tubes. 
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Letters to the Editor 


Letters will be published as space permits and at the discretion of the editor. All 
components of letters, including references, must be typewritten, double-spaced. Do not 
include more than five references and two figures in du plicate. Letters should not exceed 
500 words in length. Three copies of all letters are required and they are subject to editing. 
Letters are not acknowledged. All letters must be accompanied by a Copyright Release 
Statement signed by all authors of the letter. For additional details, including copyright 


procedure, see "Instructions for Authors." 


Syringomas as a Causative Factor for 
Cicatricial Alopecia 


To the Editor.-In the July ARCHIVES (1980;116:843-844), 
Shelley and Wood described the development of occult 
syringomas of the scalp associated with progressive hair 
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Fig 2.—Cutis laxa with heavy perioral folds. 
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loss. We read "the odd, the queer, and the strange" report 
with great interest. 


Report of a Case.—A 47-year-old man was seen by us for the 
evaluation and treatment of cicatricial alopecia of 20 years’ 
duration (Fig 1).' The erythema was substantial, and the diagnosis 
of lupus erythematosus was entertained. A biopsy was performed, 
and we were astonished to find that the entire section showed 
multiple cystic structures with the epithelial characteristics of 
syringomas. 

The following additional features were found in our case: (1) the 
presence of classic syringomas as well as eruptive generalized 
syringomas on the eyelids, (2) the association of localized but 
obvious cutis laxa with drooping of the eyelids and heavy folds and 
wrinkles on the face, giving it a prematurely old appearance (Fig 
2), and (3) the pathologic findings showing altered elastic fibers 
with the orcein stain—thick and irregular fibers in the whole 
dermis, often absent around the glandular structures. The collagen 
was hyalinized. 

Comment.— Previously, we reported the interesting asso- 
ciation of syringomas and connective-tissue diseases.? Our 
case, like that of Shelley and Wood, demonstrates that 
syringomas can be a causative factor for cicatricial alope- 
cia. 

ANDRÉ DuPRÉ, MD 

JEAN Louis BONAFE, MD 
BERNADETTE CHRISTOL, MD 
Toulouse, France 


1. Dupré A, Andrieu H, Fontan M, et al: Hydradénomes éruptifs généra- 
lisés avec atteinte du cuir chevelu et acné conglobata. Bull Soc Fr Dermatol 
Syphil 1975;82:166-167. 

2. Dupré A, Bonafe JL: Syringomes, mongolisme, maladie de Marfan et 
syndrome d'Ehlers-Danlos. Ann Dermatol Venereol 1977;104:224-230. 


Equestrian Cold Panniculitis In Women 


To the Editor.—I was interested to read in the September 
ARCHIVES (1980;116:1025-1027) the account of equestrian 
cold panniculitis on the outer aspects of the thighs in horse- 
women. 

When I was working in Oxford, England, I saw several 
patients who were employed at the neighboring racing 
stables and who exercised horses in the early morning. 
They were usually* plump young women who wore tight- 
fitting trousers or jeans without any undergarments on 
the legs. I made the old English diagnosis of ehisblains, and 
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I attributed this to a direct effect of cold on the skin. A 
similar condition occurred in a man who also wore tight- 
fitting trousers and who delivered milk early in the 
morning in an open van. I briefly mentioned this condition 
under the heading "Chilblains" in Medicine (series 1, p 
1188, 1972 to 1974). In all these cases, the wearing of 
insulating undergarments was the cure. 

I respectfully submit that the condition is not confined to 


^ 


eo horse-riding women and that the name suggested by the 
a 


uthors be scrapped. 
RENWICK VICKERS, FRCP 
London 


To the Editor.-We were interested to see the report by 
Beacham et al on equestrian cold panniculitis in women. 
This condition is not infrequently seen in the United 
Kingdom and is not limited to young women who ride 
horses. We have seen these cold-induced, perniotie lesions 
in men, and they can occur in persons who ride other 
slow-moving vehicles that are open to the wind, cold, and 
rain, ie, tractors, milk delivery vans, and golf carts. Almost 
invariably, these lesions occur on the upper and lateral 
aspect of the thighs, and the persons wear tight-fitting 
pants that poorly insulate them from the cold. 

In our patients, the biopsy specimens of these lesions 
showed a perivascular, preponderantly lymphocytic infil- 
trate that involved not only the superficial vessels, but also 
those of the reticular dermis and subcutaneous fat.' Find- 
ings from direct immunofluorescence microscopy studies' 
have been normal, as have been most of the findings of the 
other investigations. 

STANLEY S. BLEEHEN, FRCP 
Sheffield, England 

NEIL P. SMITH, MRCP 
London 


1. Wall LM, Smith NP: Perniosis: A histopathological review. Clin Exp 
Dermatol, to be published. 


Twenty-Nail Dystrophy and Ichthyosis Vulgaris 


To the Editor.—Two of us (R.T.H. and R.B.O.) described a 
patient with 20-nail dystrophy secondary to alopecia areata 
in the ARCHIVES (1980;116:573-574). Since examining that 
child, we have seen another boy with dystrophy of all nails 
associated with ichthyosis vulgaris. 


Report of a Case.— A 13-year-old boy with ichthyosis vulgaris was 

noted to have onychodystrophy of all 20 nails. Nail changes had 
been noted in the patient's chart as early as 1971, when he was 5 
years old. The mother stated this had begun at the age of 14 years 
and had been present since that time without change. History 
disclosed a diagnosis of “allergies and infantile eczema” at 4 
months of age. No other reference to possible atopic dermatitis 
was made in the record. At one year, ichthyosis vulgaris was 
present. Typical scaling skin was seen over the body. Treatment of 
this condition with lubricants had controlled it well with the 
exception of the dorsa of the hands, which remained mildly scaly 
at times. He had been seen intermittently during the years for 
reatment of ichthyosis vulgaris. Additionally, allergic rhinitis 
with several positive scratch test results and bronchial asthma 
were diagnosed at age 3 and 4 years, respectively. Medications 
received for these conditions had included aminophylline, theo- 
phylline, and dexbrompheniramine maleate. The family history 
was strongly positive for atopy. 

On physical examination, abnormalities *were limited to the 
nails, hands, and teeth. All 20 nails were thinned and friable with 
longitudinal ridges present (Figure). There were some distal 
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Nail changes representative of all 20 nails. 


fractures but not onycholysis or subungual hyperkeratosis. 
Inereased and accentuated palmar markings were seen. There was 
mild scaling of the dorsa of the hands. There were no lesions of 
atopic dermatitis. The permanent teeth had grown in crowded and 
were improperly aligned. 

Further workup disclosed normal results from routine blood 
tests and thyroid function studies. The patient's IQ was normal, as 
were the results of a sweat test and an ophthalmologic slitlamp 
examination. 

Comment.—Twenty-nail dystrophy is a clinical entity of 
onychodystrophy of all nails without other manifestations 
of skin disease. Our patient has ichthyosis vulgaris; howev- 
er, it is well controlled with topical lubrieants. Lamellar 
ichthyosis and epidermolytie hyperkeratosis may be asso- 
ciated with abnormal nails; however, nails are generally 
unaffected in both ichthyosis vulgaris and X-linked ich- 
thyosis. Reported causes of 20-nail dystrophy have been 
lichen planus, alopecia areata, and psoriasis. Some have 
been idiopathic. Wilkinson et al' described a child whose 
nail biopsy specimen showed distinctive eczematous 
changes. We would like to verify the occurrence of 20-nail 
dystrophy in a patient with ichthyosis vulgaris and 
atopy. 

MAJ WiLLIAM D. JAMES, MC, USA 
COL RicHArD B. Opom, MC, USA 
MAJ RoBERT T. Horn, MC, USA 
San Francisco 


1. Wilkinson JD, Dawber RPR, Fleming K, et al: Twenty-nail dystrophy 
of childhood. Br J Dermatol 1979;100:217-221. 


Formalin or Formaldehyde? 


To the Editor.—In the article entitled "Cutaneous Endosal- 
pingiosis" by Doré et al in the August 1980 ARCHIVES 
(116:909-212), they stated that "the specimens were fixed 
in a 10% formaldehyde solution." Did the authors mean to 
say 10% formalin? Ten percent formalin is the standard 
fixative used in modern histopathology. Formalin itself is a 
37% solution of formaldehyde gas in water. Hence, 10% 
formalin is actually a 3.7% solution of formaldehyde. 

An interesting feature of the case reported, which 
deserves further comment by the authors, is the patient’s 
pregnancy at an early age. According to the authors, the. 
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patient was 30 years old (in 1980?) and had an abortion in 
1960, making her 10* years old at that time. Is there some 
relationship between early puberty and the pathogenesis 
of cutaneous endosalpingiosis? 
D. FRIDAY KING, MD 
Los Angeles 
LAURA A. KiNG, MD 
Lakewood, Calif 


In Keply.—In response to the letter of King and King, I 
would like to make the following corrections. 

Since the American Medical Association insists on the 
use of the word "formaldehyde" over use of the word 
“formalin,” I did, indeed, mean 3.7% formaldehyde (10% 
formalin). 

The patient was born in 1943. Thus, she was 34 years old 
when we saw her for the first time in 1977, rather than 30 
years old. , 
NORMAND DoRÉ, MD, FRCP(C) 
Baltimore 


Basal Cell Epithelioma With a Hypopigmented Halo 


To the Editor.-We read with great interest in the March 
ARCHIVES (1980;116:352-353) the description by Johnson 
and Ceilley of a pigmented basal cell epithelioma sur- 
rounded by a zone of hypopigmentation. We have recently 
seen two similar cases. 

Report of Cases.—CASE 1.—A 74-year-old woman was referred to 
us because of a pigmented lesion on her leg that had been present 
for a year. It crusted repeatedly and failed to heal. She had applied 
a clobetasol propionate ointment, which produced some sympto- 
matic relief. Otherwise, she was in good health. She had lived in 
India for three years in her youth. 

On examination, there was an annular pigmented plaque, 
18 x 10 mm, on the anterolateral aspect of the right leg. The edge 
was raised, rolled, and gray-brown, and there was a surrounding 
halo of hypopigmentation 1 to 2 em wide. Histologic characteris- 
tics of the lesion after excision confirmed that it was a pigmented 
basal cell epithelioma. A Masson-Fontana stain showed pigmenta- 
tion of the tumor and a normal number of functioning melano- 
cytes in the hypopigmented halo. There was only a sparse inflam- 
matory infiltrate. 

CASE 2.—An 85-year-old woman was referred to us because of a 
rodent uleer on her forehead. Routine physical examination dis- 
closed a second lesion, of which she was unaware, under her left 
ear. This was a small pearly tumor, clinically typical of a basal cell 
carcinoma, but with a zone of depigmentation around it. This zone 
was widest at the lower edge of the tumor, but extended upward 
along both sides of it. There was no evidence of inflammation or 
scarring in the depigmented zone. Both tumors responded well to 
radiotherapy. 


Comment.—The first patient caused us some diagnostic 
anxiety. Although the morphologie appearance of the 
tumor was that of a basal cell carcinoma, we were not 
aware that basal cell careinomas might be surrounded by a 
halo of depigmentation, and so we had to consider a 
diagnosis of malignant melanoma. In other cases, a pig- 
mented basal cell carcinoma may look remarkably like a 
melanoma, and the finding of a halo of depigmentation 
might induce one to perform initially extensive, mutilating 
and unnecessary surgery. 

The importance of the hypopigmented halo is uncertain. 
It does contain functioning melanocytes, and so differs 
from true leukoderma acquisitum centrifugum. We won- 
dered if the application of a strong topical steroid in the 
first case might have contributed to the development of the 


Arch Dermatol—Vol 117, June 1981 
— 


/ 


hypopigmentation. It is possible that the phenomenon is 
more common than we think, as many patients with basal 
cell epithelioma have extremely fair skin, which would 
make any hypopigmentation difficult to detect. 

ANDREW C. PEMBROKE, MD, BCH, MRCP 

London 

KEITH LIDDELL, MB, CHB, MRCP 

East Sussex, England 
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Relationship of Bowen's and Non-Bowen's 
Squamous Intraepidermal Neoplasia to 
Internal Malignant Neoplasms 


To the Editor.-In the April ARCHIVES (1980;116:422-426), 
Callen and Headington claimed that their study "once 
again demonstrated a higher incidence of internal malig- 
nancy in patients with Bowen's disease." They suggested 
that the article by Andersen et al' underestimated the true 
incidence of internal caneer. However, if we read the 
article by Andersen et al carefully, we become aware of 
their sound approach. That is, they used incidence rates of 
internal malignant neoplasms among the general popula- 
tion by age, sex, and year for comparison, they employed 
the Danish Cancer Registry, death certificates, and ques- 
tionnaires to identify cancer cases, and, most important, 
they included only patients who had internal malignant 
neoplasms after their Bowen's disease (which we consider 
the most appropriate way of studying the relationship of 
internal malignant neoplasms to Bowen's disease). 

It is not entirely suitable to calculate the incidence of 
internal malignant neoplasms in the study of Andersen et 
al'as 11.176, as Callen and Headington did in Table 6 of 
their article. That percentage, which disregards the age 
and sex of the patients and the follow-up period, cannot 
fully reflect the complete picture of the rate of internal 
malignant neoplasms. Nevertheless, if Callen and Head- 
ington regard the percentage of patients having internal 
cancer as the only way of presenting the data, and if they 
include only those in whom internal cancer developed after 
the onset of Bowen's disease (as Andersen et al did), they 
will see that their incidence of 29.1% becomes instead 8.3%. 
This is lower than the figure Andersen et al claimed was 
insignificant. 

Some discrepancies occur in the report of Callen and 
Headington that might have contributed to an incorrect 
statistical analysis. Thirteen patients were referred to in 
the text as having non-Bowen's squamous intraepidermal 
neoplasia (SIN) on page 425 of their article, under the 
heading "Association of SIN With Other Malignancy,” 
whereas in Table 2 of their article, for the same category, 
only 12 patients are recorded. Similarly, on page 425 under 
the heading "Sun Exposure and Internal Malignancy," 
they refer to 13 patients (22%) with non-Bowen's SIN, 
whereas the number of such patients was 12 (21%). The 
value for x* in this paragraph is not 0.073. Comparing the 
data in their Table 4 with those under "Other Cutaneous 
Malignancies" on page 425, it would seem that the 25 
patients should be 27, the 20 cases should be 22, and the 30 
patients should be 33. The information in the text in the 


third sentence of the same paragraph, which indicates tfe—— 


comparison only between the maximally and the minimally 
exposed groups, was not totally consistent with the data 
brought out by the probability value referred to by the 
double-dagger footnote in Table 4. In any case, both 
probability values weed revision. 

It is, in any event, not entirely proper to perform the 
statistical comparison among the groups in Table 4. The 
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confounding factor, “sun exposure,” occurred more fre- 
. quently in the last two categories listed than in the first, as 
is disclosed in Table 5. The result of this comparison 
supports the report on solar exposure by Vitaliano and 
Urbach, but it does not warrant the conclusion that 
"subsequent cutaneous malignancy correlated with sun 
exposure and the presence of the initial cancer evolving in 
an exposed area." 
We are not aware of an increased incidence of internal 
alignant neoplasms among patients with Bowen's dis- 
ease in our experience at the Mayo Clinie, Rochester, Minn, 
but we intend to measure such incidence rates among local 
residents through the unique data resource of the Roches- 
ter Epidemiology Program’ in the near future. 
Tsu-Y1 CHUANG, MD, MPH 
d DUANE M. ILSTRUP, MS 
Rochester, Minn 


1. Andersen SLC, Nielsen A, Reymann F: Relationship between Bowen 
disease and internal malignant tumors. Arch Dermatol 1973;108:367-370. 
2. Vitaliano PP, Urbach F: The relative importance of risk factors in 
, nonmelanoma carcinoma. Arch Dermatol 1980;116:454-456. 
L 3. Kurland LT, Elveback LR, Nobrega FT: Mayo Clinic records linkage 
: system in the Rochester-Olmsted Epidemiology Program Project, in Davies 
: AM (ed) Uses of Epidemiology in Planning Health Services. Belgrade, 
Yugoslavia, Savremena Administracija, 1973, pp 164-176. 


In Reply. -We agree with Chuang and Ilstrup that a 
prospective controlled study is necessary to determine if 
there is a statistically significant association between SIN 
and internal malignant neoplasms. We have reported a 
seemingly high rate of secondary neoplasms in our group 
of 130 patients. As seen in our Table 3, the rate of 
concurrent or subsequent internal neoplasms is approxi-- 
mately 14% in all combined groups. Although we cannot 
compare this with population data, this percentage seems 
amazingly high. In other words, a patient with SIN has 
about a one in six chance of having an internal malignant 
neoplasm or in having one develop. 

It is unfortunate that in the multiple revisions of this 
article, two typographic errors were not recognized and 
thus the 13th case in Table 2 was left out and “22” appears 
in Table 4. The text is correct. The patient left out of Table 
2 was a 63-year-old man with metastatic melanoma. 

We believe that our data have demonstrated that inter- 
nal malignant neoplasms occur at a similar rate despite the 
histologic type of SIN and despite the occurrence on 
exposed vs minimally exposed skin sites. 

JEFFREY P. CALLEN, MD 
JOHN T. HEADINGTON, MD 
Louisville 
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Porphyria Turcica 


To the Editor.—I read with interest the article by Cripps et 
E al on porphyria turcica in the January ARCHIVES 
f (1980;116:46). In 1962, I studied this epidemic in Eastern 
l Turkey.’ 

Cripps et al described, as a most unusual long-term 
feature of Turkish porphyria, the changes seen in the 
hands of 14 patients who had a shortening of the distal 
phalanges. I would like to comment that the shortening of 
the phalanges is not, by any means, specific to Turkish 
porphyria. I have reported the condition in porphyria 

k variegata in South Africa and in erythropoietic porphy- 
ria.” 
I enclose a photograph of the hands of a patient from 
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' Fig 1.—Hands of white man aged 70 years with porphyria varie- 


gata. Atrophy df terminal digits is unusually pronounced. 
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South Africa who is suffering from porphyria variegata 
(Fig 1). It is rare in South African porphyria, and it is 
interesting that it also should be common among the 
survivors of the Turkish epidemic. I also enclose a photo- 
graph of similar atrophy of the terminal digits in a South 
African Bantu child with erythropoietic porphyria (Fig 2). 
Both photographs were previously published in my book.’ 
GEOFFREY DEAN, MD, FRCP, FRCPI, FFCM(I) 
Dublin 


1. Dean G: The Turkish epidemic of porphyria. S Afr Med J 1961;35:509- 
511. 

2. Dean G: The Porphyrias: A Story of Inheritance and Environment, 
ed 2. London, Pitman Medical Ltd, 1970. 





Fig 2.—Deformity of hands of Bantu child with erythropoietic 
porphyria. 
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Findings Announced 


CYCLOCORT Amcinonide 








| istentl f ctivein treatment 
f steroid ponsi d t 
The Verdict: k When patients were asked tc 
CYCLOCORT y evaluate therapeutic results 
| their ratings were remarkably 
Cream 0.1% similar to those of physicians 
demonstrates Approximately 80% of the tota 
di ffi study population noted good o 
outstan ing erticacy excellent response to treatmen 
in the most of dermatitis-associated rash 
itching, burning and pain. Con 
frequently x tact and seborrheic dermatiti 
dermatoses were the most favorably rate 
diagnoses, each receiving abou 
90% good or excellent re 
In the largest open trial* ever sponses, and only about 3% poo 
conducted for a topical cortico- responses. 
steroid, 187 dermatologists 
throughout the country treated 
2,260 patients with CYCLO- | 
CORT, either b.i.d. or t.i.d., for THE VERDICT: - 
a mean of 20 days. A total of CYCLOCORT NOTABL} 
1,976 patients completed a 
course of therapy and were eval- EFFECTIVE 
uable—with the following phy- IN PSORIASIS 
sician-rated results: | 
| Psoriasis was the single mo: 
ASTE Note: Overall improvement was commonly evaluated dermatosi 


"Y assessed using the following scale: 


1) Cleared—complete cure obtained; 
(2) Excellent —Symptoms significantly 
decreased (77576 improvement); 
(3) Good— Symptoms considerably 
milder (>50% improvement); (4) Fair— 
Symptoms slightly decreased (>25% 
improvement); (5) Poor— Symptoms 
very slightly decreased (<25% improve- 
ment); (6) No effect—Symptoms 


: changed; (7) Exacerbation — Symp- 
fes 7 worse. | 
t "d 





Es] Cleared, excellent or good 
A Fair 


EE Poor, no effec! or exacerbation 


*Dataon file, Medical Department, Lederle Labora- 


request). d 


tories (complete report of study available upon | 





during the trial, affecting 21.89 
of patients. Even for this diffi 
cult-to-treat condition, investi 
gators noted clearing or good-tc 
excellent response in over 6Q9 
of cases and fair, good, excefler 





Yoted fair, good, or excellent 
‘esponse in almost 90% of psori- 
[sis Cases. J 


THE VERDICT: 
CYCLOCORT FOUND 
HIGHLY ACCEPTABLE 
BY PATIENTS 


























The Verdict: 
CYCLOCORT 


The impressive therapeutic 


JA o d results achieved with CYCLO- 
Tnicinoniae CORT were accompanied by 

; excellent patient compliance and 
use resulted in 


a high degree of acceptance. The 
vast majority of subjects found 
CYCLOCORT to be soothing, 
easy to apply, non-staining, and 
without significant burning, 
itching, stinging, or soreness on 
application. Patient responses to 
questions concerning various 
properties of CYCLOCORT are 
summarized in the following 
table: 


few drug-related 
side effects 


ide effects during the study 
vere infrequent in incidence and 
enerally mild in nature. Burn- 
ng or stinging were the most 
ommon adverse experiences, 
1aking up more than half of 
eported side effects. Pruritus 
nd soreness were the only other 
ported side effects noted in five 
r more instances. 





PATIENT EVALUATION RESULTS 


Percentage Response+ 
No 
No Yes Opinion 





Was the 
medication 
soothing? 78 858 44 
Did it cause 
burning? 90.7 66 10 
Did it cause 
itching? 93.0 3.9 .. 1.0 
Did it cause 
soreness? 95.4 20 507 
Did it cause 
stinging? 91:4. 526.0 EF 


Was it greasy? 906 5 57 59 ec 


Was it éasy 

to apply? : 8&6 886 1.2 
Did it stain l 

clothes? 95.1 125414718 
Did it stain 

skin? 96.0 1417-712 

-Did it rübin : 
12.7 


wel? — 0 aiy ; 840 14 


Total patients ^. ee 
treated 


Total side effects - 
reported 

E TThese percentages do not add up to 100% 
because of small numbers of patients not 
responding to specific questions. 


Please see last page of advertisement for 
full prescribing information. 


Total patients with 
- side effects 


Percent of patients 
with side*effects 
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B.LD. Therapy 


Efficacy demonstrated using 
convenient, economical twice-a- 
day regimen—for patients with 
eczematous dermatoses: 


Rapid Relief 


Clinical studies show early, 
consistent response rates in 
a full range of steroid re- 
| sponsive dermatoses’ 











DESCRIPTION 0.1% topical cream 
with AQUATAIN* hydrophylic base. 


Each gram of CYCLOCORT topical 

cream contains | mg (0.1%) of the ot 
steroid, amcinonide in AQUATAIN, 

specially formulated base com- 

posed of emulsifying wax 

NF, isopropyl palmitate, 

glycerin USP, sorbitol 

solution USP, lactic 

acid, 2% benzyl 


A a, CORO! and 





purified 
water. 


YCLOCORT. 


these important benefits 
warrant your investigation 


HIGH 
VASOCONSTRICTIVE 
ACTIVITY 


demonstrated in skin- 
blanching comparisons with 
leading topical corticosteroids' 





eam O.1% u 


Amcinonide 


ith AQUATAIN* Hydrophilic Base 





OUTSTANDING 
EFFICACY IN 
PSORIASIS 


Shown highly effective for treat- 
ment of psoriasis in more than 2C 
clinical studies 











ACTION Topical steroids are primarily effec- 
tive because of their anti-inflammatory, anti- 
pruritic, and vasoconstrictive actions. 


INDICATIONS For relief of the inflammatory 
manifestations of corticosteroid-responsive 
dermatoses. 


CONTRAINDICATIONS Topical steroids are 
contraindicated in those patients with a history 
of hypersensitivity to any of the components of 
the preparation. 


PRECAUTIONS If irritation develops, the 
product should be discontinued and appropriate 
therapy instituted. 


In the presence of an infection the use of an 
appropriate antifungal or antibacterial agent 
should be instituted. If a favorable response 
does not occur promptly, the corticosteroid 
should be discontinued until the infection has 
been adequately controlled. 


If extensive areas are treated or if an occlusive 
technique is used there will be increased sys- 
temic absorption of the corticosteroid and suit- 
able precautions should be taken, particularly in 
children and infants. 


Although topical steroids have not been 
reported to have an adverse effect on human 
pregnancy, the safety of their use in pregnant 
women has not absolutely been established. In 
laboratory animals, increases in incidence of 
fetal abnormalities have been associated with 
exposure of gestating females to topical corti- 
costeroids, in some cases at rather low dosage 
levels. Therefore drugs of this class should not 
be used extensively on pregnant patients, in 
large amounts, or for prolonged periods of time. 


The product is not for ophthalmic use. 


- ADVERSE REACTIONS The following 
local adverse reactions have been reported 
with topical corticosteroids, especially 
"^ under occlusive dressings: burning. 
dt Eos. irritation, dryness, “folliculitis, 
Nes acneiform eruptions, 
entation, perioral dermatitis, 


in, secondary infection, skin atro- 
triae and miliaria. 


E 


c contact dermatitis, maceration of 


DOSAGE AND ADMINISTRATION Apply: 

light film to affected areas 2 or 3 times daily 
The cream should be rubbed in gently and thor 
oughly until it disappears. 


HOW SUPPLIED 0.1% Topical Cream Availi 
ble in 15 and 60 Gram tubes. REV.9/7 








Unique Aquatair 
Base 


Contains 74. 
humectants 


*Trademark American Cy anama Comps any 


tNote: Although many investigators believe vasocor 
strictor activity studies offer an indication of potenti: 
clinical anti-inflammatory efficacy, no definite correlatio 
has been proven. 

1. Rosenberg, EW: Cutis 24:642-645. Dec.. 1979 2. Dat 
on file. Medical Department, Lederle Laboratories 
3. Woodford. R and Haigh. JM: Curr Ther Res. 2 
(3):301:310. Sept.. 1979 





3% water, tw« 
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LEDERLE LABORATORIES, 
A Division of American Cyanamid Compan 
Wayne, New Jersey 07470 


© 1981 Lederle Laboratories : = . on 
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EFFICACY 
FOR 
TODAY'S 
TOUGH 
INFECTIONS 


: N 


©1981 Dorsey Laboratories/Division of Sandoz, Inc 














250 mg of - 


TO J G d: ultramicrosize 


griseofulvin for effective therapy of 
tinea infections* that have spread 
extensively or localized in 
hard-to-treat areas 


TAKEN ONCE A 
only one tablet daily: 
DAY- easy to remember 


Tinea infections caused by organisms susceptible to griseofulvin. 


TOUGH TINEA TREATMENT IN A 
TINY TABLET... TODAY'S 


GRIS-PEG 


griseofulvin 
ultramicrosize 


TABLETS 








griseofulvin 
ultramicrosize 


TABLETS 





Please see brief summary of prescribing information on adjoining page. 





. GRIS:PEG 
(griseofulvin 

250 ultramicrosize) 
TABLETS 


Brief Summary of prescribing information. 

‘ACTION: Human Pharmacology — Controlled bioavailability studies of GRIS-PEG 
have demonstrated blood levels regarded as adequate. 

Thus, the efficiency of gastrointestinal absorption of the ultramicrocrystalline 
formulation of GRIS-PEG is approximately twice that of conventional microsized 
griseofulvin. This factor permits the oral intake of half as much griseofulvin per 
tablet but there is no evidence, at this time, that this confers any significant clinical 
differences in regard to safety and efficacy. 

INDICATIONS: GRIS-PEG (griseofulvin ultramicrosize) is indicated for the treat- 
ment of the following ringworm infections: Tinea corporis (ringworm of the body), 
Tinea pedis (athlete's foot), Tinea cruris (ringworm of the thigh), Tinea barbae 
(barber's itch), Tinea capitis (ringworm of the scalp), and Tinea unguium (onychomy- 
cosis, ringworm of the nails), when caused by one or more of the following genera 
of fungi: Trichophyton rubrum, Trichophyton tonsurans, Trichophyton mentagrophytes, 
Trichophyton interdigitalis, Trichophyton verrucosum, Trichophyton megnini, Tricho- 
phyton gallinae, Trichophyton crateriform, Trichophyton sulphureum, Trichophyton 
schoenleini, Microsporum audouini, Microsporum canis, Microsporum gypseum and 
Epidermophyton floccosum. NOTE: Prior to therapy, the type of fungi responsible 
for the infection should be identified. The use of the drug is not justified in minor or 
trivial infections which will respond to topical agents alone. Griseofulvin is NOT 
effective in the following: Bacterial infections, Candidiasis (Moniliasis), Histoplas- 
mosis, Actinomycosis, Sporotrichosis, Chromoblastomycosis, Coccidioidomycosis, 
North American Blastomycosis, Cryptococcosis (Torulosis), Tinea versicolor and 
Nocardiosis. 

CONTRAINDICATIONS: This drug is contraindicated in patients with porphyria, 
hepatocellular failure, and in individuals with a history of sensitivity to griseofulvin. 

WARNINGS: Prophylactic Usage—Safety and Efficacy of Griseefulvin for Pro- 
phylaxis of Fungal Infections Has Not Been Established. Animal Toxicology — 
Chronic feeding of griseofulvin, at levels ranging from 0.5 to 2.5% of the diet, 
resulted in the development of liver tumors in several strains of mice, particularly 
in males. Smaller particle sizes result in an enhanced effect. Lower oral dosage 
levels have not been tested. Subcutaneous administration of relatively smal! doses 
of griseofulvin, once a week, during the first three weeks of life has also been 
reported to induce hepatomata in mice. Although studies in other animal species 
have not yielded evidence of tumorigenicity, these studies were not of adequate 
design to form a basis for conclusions in this regard. In subacute toxicity studies, 
orally administered griseofulvin produced hepatocellular necrosis in mice. but this 
has not been seen in other species. Disturbances in porphyrin metabolism have 
been reported in griseofulvin treated laboratory animals. Griseofulvin has been 
reported to have a colchicine-like effect on mitosis and cocarcinogenicity with 
methylcholanthrene in cutaneous tumor induction in laboratory animals. Usage in 
Pregnancy —The safety of this drug during pregnancy has not been established. 
Animal Reproduction Studies —lt has been reported in the literature that griseofulvin 
was found to be embryotoxic and teratogenic on oral administration to pregnant 
rats. Pups with abnormalities have been reported in the litters of a few bitches 
treated with griseofulvin. Additional animal reproduction studies are in progress. 
Suppression of spermatogenesis has been reported to occur in rats, but investigation 
in man failed to confirm this. 

PRECAUTIONS: Patients on prolonged therapy with any potent medication should 
be under close observation. Periodic monitoring of organ system function, including 
renal, hepatic and hematopoietic, should be done. Since griseofulvin is derived 
from species of Penicillium, the possibility of cross sensitivity with penicillin-exists; 
however, known penicillin-sensitive patients have been treated without difficulty. 
Since a photosensitivity reaction is occasionally associated with griseofulvin therapy, 
patients should be warned to avoid exposure to intense natural or artificial sunlight. 
Should a photosensitivity reaction occur, lupus erythematosus may be aggravated. 
Griseofulvin decreases the activity of warfarin-type anticoagulants so that patients 
receiving these drugs concomitantly may require dosage adjustment of the anti- 
coagulant during and after griseofulvin therapy. Barbiturates usually depress griseo- 
fulvin activity and concomitant administration may require a dosage adjustment of 
the antifungal agent. 

ADVERSE REACTIONS: When adverse reactions occur, they are most commonly 
of the hypersensitivity type such as skin rashes, urticaria, and rarely, angioneurctic 
edema, and may necessitate withdrawal of therapy and appropriate countermeasures. 
Paresthesias of the hands and feet have been reported rarely after extended therapy. 
Other side effects reported occasionally are oral thrush, nausea, vomiting, epigastric 
distress, diarrhea, headache, fatigue, dizziness, insomnia, mental confusion, and 
impairment of performance of routine activities. Proteinuria and leukopenia have 
been reported rarely. Administration of the drug should be discontinued if granulo- 
cytopenia occurs. When rare, serious reactions occur with griseofulvin, they are 
usually associated with high dosages, long periods of therapy, or both. 

DOSAGE AND ADMINISTRATION: Accurate diagnosis of the infecting organism 
is essential. Medication must be continued until the infecting organism is completely 
eradicated as indicated by appropriate clinical or laboratory examination. General 
measures in regard to hygiene should be observed to control sources of infection 
or reinfection. Concomitant use of appropriate topical agents is usually required 
particularly in treatment of tinea pedis. An oral dose of 250 mg of GRIS-PEG 
(griseofulvin ultramicrosize) is biologically equivalent to 500 mg of griseofulvin 
(microsized) USP (see ACTION Human Pharmacology). Adults: Daily administration 
of 250 mg (as a single dose or in divided amounts) will give a satisfactory response 
in most patients with tinea corporis, tinea cruris and tinea capitis. For those fungal 
infections more difficult to eradicate, such as tinea pedis and tinea unguium, a 
divided daily dosage of 500 mg is recommended. In all cases, the dosage should be 
individualized. Children: Approximately 2.5 mg per pound of body weight per day 
is an effective dose for most children. On this basis, the following dosage schedule 
is suggested: Children weighing 30 to 50 pounds— 62.5 mg to 125 mg daily. Children 
weighing over 50 pounds— 125 mg to 250 mg daily. Children 2 years of age and 
younger, dosage has not been established. Dosage should be individualized, as is 
done for adults. Clinical experience with griseofulvin in children with tinea capitis 
indicates that a single daily dose is effective. Clinical relapse will occur if the 
medication is not continued until the infecting organism is eradicated. 


(For complete details, please consult full prescribing information) 
s 


LABORATORIES y 


Djvision of Sandoz, Inc 
LINCOLN, NEBRASKA 68501 
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ASSISTANT 
PROFESSOR 
OF DERMATOLOGY. 
MD degree—board eligible. Re- 
sponsible for supervision of the 
outpatient psoriasis day care 
center programs and the inpa- 
tient dermatology ward unit. 
Teaching responsibilities will 
be concentrated at a dermatol- 
ogy resident level. 

















Send curriculum vitae, bibliog- 
raphy and recommendations 










Aaron B. Lerner, MD 

Professor and Chairman 

Department of Dermatology 

Yale University School of 
Medicine 

P. 0. Box 3333 

New Haven, Connecticut 06519 


















We can do 
much more 
together. 














In steroid-responsive dermatoses 


A high-potency steroid... | 
enhanced steroid delivery... 
and a dosage choice 
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Before treatment: Chronic atopic dermatitis, 15-year- After treatment: Florone Ointment applied once daily 





old male with history of atopic eczema. without occlusion for 21 days. 
3 «. - g . y s r4 [| a si Be. s Z x 
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Before treatment: Neurodermatitis, 35-year-old male. After treatment: Florone Cream applied b.i.d. for 14 


Lesions were moist, with some excoriations. days. 


wd he Upjohn Company viaa ; . 
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Demonstrated efficacy in steroid-responsive dermatoses at several dosage levels 


(Results of 3-week clinical studies) 


Total no. 
evaluable 
Dermatosis Form Dosage patients 
Eczematous . Once 
dermatoses Ointment daily 183 
Atopic and b.i.d. or 
neurodermatitis Cream t.i.d. 73 
Psoriasis Ointment t.i.d. 79 
AE b.i.d. or 
Psoriasis Cream tid. 88 


Optimized vehicles 
enhance penetration 
to the lesion 


The vehicles of both Florone Ointment 
and Florone Cream provide saturated 
solutions of Florone* Both formulations 
are thus optimized to enhance release 
of Florone from the vehicle to the skin, 
and to enhance the rate of penetration 
and diffusion of Florone (diflorasone 
diacetate) to the lesion. 


51%-100% 1%-50% No Lesions 
improvement improvement improvement worse 
157 22 5 4 
52 15 3 3 
47 29 3 zs 
34 41 11 2 


Systemic absorption is normally not a 
clinical problem with Florone (diflorasone 
diacetate), but if extensive areas are to 
be treated, appropriate precautions 
should be taken. 


Three convenient sizes 


Florone Ointment and Florone Cream 
are available in 15 gram, 30 gram, and 
economical 60 gram tubes. 


*The ciinical significance of topical steroid formula- 


tions in saturated solutions has not been ascertained. 


Before prescribing, please see full prescribing information, a brief summary of which follows: 


Contraindications 

Contraindicated in vaccinia, varicella, and those patients with hyper- 
sensitivity to any of the components. Not for ophthalmic use. 
Precautions 

If irritation develops, discontinue and treat appropriately. If infection is 
present, use with appropriate therapy or withhold steroid until infec- 
tion is controlled. If extensive areas are treated, take precautions 
against systemic absorption. Do not use extensively, in large amounts, 
or for prolonged periods on pregnant women. 


" Occlusive dressing increases percutaneous absorption; extensive use 
raay cause systemic effects. If large areas are treated, use sequentially 
and observe patient closely. May cause steroid withdrawal. Discontinue 
if body temperature rises, sensitivity reaction or infection develops. 


JANUARY 1980  J-6814-4 


Adverse Reactions 

Burning, itching, irritation, striae, skin atrophy, secondary infection, 
dryness, folliculitis, hypertrichosis, acneform eruptions, and hypopig- 
mentation. With occlusive dressings: maceration of the skin, secorid- 
ary infection, skin atrophy, striae, and miliaria. 

How Supplied: 

Ointment or Cream in 15, 30, and 60 gm tubes. 

Caution: 


Federal law prohibits dfspensing without prescription. MED B-1-S 


bs 
LU STONE The Upjohn Company 
Kalamazoo, Michigan 49001 NC 
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| Introducing — | 
the highest degree of 
sunburn protection 


















... even for patients 
who swim orrun in the sun. 


SUNDOWN" Ultra Protection is the first Because SUNDOWN isn't greasy, sticky 
sunblock that resists removal by water or oily, and contains no alcohol, patient 
or perspiration. compliance is more likely. 
Even after 40 minutes in the water, ae When d M ét enc 
SUNDOWN, with an SPF of 15, offers full EIE was compared with the largest selling 
A kA i b product,* 2 out of 3 people preferred 


protection. And continues to provide a 
high measure of protection between 
applications. Thus, frequent reapplica- SUNDOWN 
tions are unnecessary. 
For highly sun-sensitive skin, 
SUNDOWN Sunblock includes three 
screening agents (Padimate O, octyl N 
salicylate and oxybenzone) that provide 


ew eee " 
ultra-protection against the damaging PROTECTION ! 
UVA and UVB ultraviolet bands. IR 


SUNDOWN because they felt it pro- 

tected and moisturized the skin better. 
SUNDOWN is also available as 

three waterproof sunscreens: SPF 4 

6 and 8. 


SUNDOWN Sunblock also con- SUNBLOCK SPF 5 
taips a special blend of emollients to fohnen <fohmen ~ 
help spare the skin from the drying 
: $ effects of the sun. i = BABY PRODUCTS COMPANY 
^^ d j 
$ gs *Data on file, Johnson & Johnson, Baby Products Company © Ja) !9E 
* 





.again available 


VERRUSOL 


“The most potent wart remover of all" 





FORMULA: CANTHARIDIN 1% 
SALICYLIC ACID 30% 
PODOPHYLLIN 9% 


In an exclusive penetra ting, film-forming base of 
penederm, octylphenylpolyethylene glycol, 
ethylcellulose, cellosolve, collodion, castor oil, 
and acetone. 





VERRUSOL has been in active use since 1962 with 












very gratifying results. VERRUSOL replaces pro- "ERBUS 0b 
cedures involving surgery, anesthesia, X-ray, carbon v'cylie, acid, 5%, prdeph 
dioxide, injections, etc., and is of marked value in the gó x ees 


treatment of children. VERRUSOL is of particular 
value in the removal of resistant plantar warts. 
VERRUSOL is available only from 
C&M Pharmacal by direct shipment 
to the physician, to be used only by 
the doctor in the office. 


5M PHARMACAL 
's'ogicals of distinction 


g 
PARK, MICH. 48030 





PRICE SCHEDULE 


QUANTITY PRICE 
1 $26.50 ea. 





4 $25.55 ea. 
12 $24.75 ea. 
24 $24.00 ea. 





Data sheet accompanies 
each shipment of VERRUSOL 


To Order VERRUSOL, or for Full Data Sheet Write or Call 


C&M PHARMACAL, INC. 
1519 E. 8 MILE ROAD . 
HAZEL PARK, MICHIGAN 48030 K 


Telephone (313) 948-7846 ; 
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News and Notes 


Symposium.—An international sym- 
posium on the stratum corneum, spon- 
sored by the European Society for 
‘Dermatological Research, will be held 
at the Welsh National School of Medi- 
cine, Heath Park, Cardiff, Wales, Oct 
29-31, 1981. The meeting will include 
invited lectures, free communications, 
and poster papers. Abstracts should be 
submitted by June 26, 1981, in the 
style of the European Society for Der- 
matological Research. We believe this 
symposium will be of importance for 
dermatologists, toxicologists, cosmetic 
scientists, the pharmaceutical indus- 
try, and others interested in skin biol- 
ogy. The organizing committee in- 
cludes Prof R. Marks and Dr G. 
Plewig. 

For further information, contact 
Prof R. Marks, Department of Derma- 
tology, Welsh National School of Med- 
icine, Heath Park, Cardiff CF4 4XN, 
Wales. 


Hawaiian Dermatology Seminar.—A 
limited enrollment course in dermatol- 
ogy will be held Feb 5-10, 1982, in 
Maui, Hawaii. This course is oriented 
primarily to dermatologists involved 
in patient care. This postgraduate 
course is sponsored by Northwestern 
University, Evanston, Ill, the Cleve- 
land Clinic, and the University of Cal- 
ifornia, San Francisco, departments 
of dermatology. Speakers include fac- 
ulty of these departments and guest 
faculty. A partial list of the latter 
includes the following: D. Burrows, J. 
Grant, K. Holubar, H. Ippen, J. Kim, 
A. Kopf, M. Orkin, F. Parker, D. Van- 
der Ploeg, P. Robbins, R. B. Rees, J. 
Strauss, and J. Tindall. 

For registration information and a 
preliminary program, write Depart- 
ment of Dermatology, Northwestern 
University Medical School, 303 E Chi- 
cago Ave, Evanston, IL 60201. 


Sixth Annual Meeting of the Society 
for Pediatric Dermatology.—This meet- 
ing will be held from Thursday, June 
25, to Saturday, June 27, 1981, at the 
Park Plaza Hotel, Toronto. Further 
details can be obtained by contacting 
M. E. Wilson, Academy of Medicine, 
288 Bloor St W, Toronto M5S 1V8, 
Ontario, Canada; or Dr Bernice R. 
Krafchik, 600 Sherbourne St, Suite 
212, Toronto M4X 1W4, Ontario, 
Canada. . 


é e 
"Arch Dermatol—Vol 117, June 1981 
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Symposium.—A symposium on lasers 
and the skin will be held on Saturday, 
Sept 19, 1981. The interaction of argon 
and dye lasers with skin and the treat- 
ment of port-wine stains and other 
cutaneous lesions will be discussed. 
For further information, contact Ken- 
neth A. Arndt, MD, 330 Brookline 
Ave, Boston, MA 02215. 


First Pan African Congress of Derma- 
tology.—This congress will take place 
at the Arusha International Confer- 
ence Center from Oct 4-10, 1981. It is 
open to doctors, health workers, field 
workers, educationalists, and research 
workers in Africa and other parts of 
the world who are interested and/or 
working in the fields of dermatology, 
venereology, leprology, and allergiolo- 
gy/clinieal immunology. A registra- 
tion fee (sum to be determined later) 
will be required. 

The congress will consist of a scien- 
tifie program that includes recent 
advances, various symposia, work- 
shops, and free communieations in the 
various aspects of dermatologic 
sciences. There will be facilities for 
exhibits by pharmaceutical, publish- 
ing, and medical companies. Activities 
will include social events and tours to 
interesting national parks in Tanzan- 
ia. Spouses are welcome. 

For further information, contact 
Prof Aaron E. J. Masawe, Chairman 
of the Organizing Committee, First 
Pan African Congress of Dermatolo- 
gy, PO Box 65001, Dar es Salaam, 
Tanzania. 


Assistant or Associate Clinical Profes- 
sor.—A board-eligible or board-certi- 
fied dermatologist who has a clinical 
teaching background is needed for the 
Department of Dermatology of the 
University of California San Francis- 
co (UCSF) by June 1981. The eligible 
person will be stationed half-time at 
our San Francisco General Hospital 
Division and the other time at our 
UCSF ward, clinic, and dermatology 
faculty practice. The salary will be 
paid from two funding sources, of 
which 50% will come from the city and 
the other 50% will come from funds 
generated from our private practice. 

Send curriculum vitae to William L. 
Epstein, MD, Room A-342, Bldg 400, 
University of California San Francis- 
co, San Francisco, CA 94148. (An equal 
opportunity affirmative action em- 


ployer.) 
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CARMOL | 


[HYDROCORTISONE 7 
CREAM 1% 


Description: 

Carmol HC contains micronized hy 
acetate, USP, 10 mg//g., in a wal 
vanishing cream containing urea (1 
water, stearic acid, isopropyl myris 
oleate, isopropyl palmitate, propyle! 
ethanolamine, cetyl alcohol, carbome 
bisulfite, sodium laureth sulfate, edet 
xanthan gum; scented with hypoal 
fume. Carmol HC is non-lipid, non-o 
hypoallergenic: it contains no mine 
latum, lanolin or parabens. 


Actions: 

Topical steroids are primarily effectiv 
their anti-inflammatory, antipruritic 
strictive actions. 


Indications: 
For relief of the inflammatory man 
corticosteroid-responsive dermatose 


Contraindications: 

Topical steroids are contraindicatec 
tients with a history of hypersensitivit 
components of the preparation. 


Precautions: 
If irritation develops, the product shc 
tinued and appropriate therapy institi 


In the presence of an infection, tl 
appropriate antifungal or antibacteria 
be instituted. If a favorable responsec 
promptly, the corticosteroid should be 
until the infection has been adequal 


If extensive areas are treated or if 
technique is used, there will be incre; 
absorption of the corticosteroid an 
cautions should be taken, particula 
and infants. 


Although topical steroids have not be 
have an adverse effect on human r 
safety of their use in pregnant wc 
absolutely been established. In labo 
increases in incidences of fetal abnc 
been associated with exposure of ges 
to topical corticosteroids, in some c 
low dosage levels. Therefore, drug: 
should not be used extensively on pre 
in large amounts, or for prolonged r 


Carmol HC Cream is not for ophthali 


Adverse Reactions: 

The following local adverse reactic 
reported with topical corticosteroi 
under occlusive dressings: burning 
tion, dryness, folliculitis, hypertrich« 
eruptions, hypopigmentation, peric 
allergic contact dermatitis, macera! 
secondary infection, skin atroph 
miliaria. 

Dosage and Administration: 
Apply to affected areas 3 or 4 times 
How Supplied: 

Carmol HC (hydrocortisone acetate 
supplied in 1 oz. tubes and 4 oz. jar 
excessive heat. 

Caution: 

Federal (U.S.A.) law prohibits dispe 
prescription. 


$| SYNTEX 


SYNTEX LABORATORIES, INC. 
INGRAM DIVISION 
PALO ALTO, CALIFORNIA 94304 


ARMOL HC itis 


Bimodal. .. Anti-inflammatory/Keratolytic 


yperkeratosis frequently and antipruritic action of 1% And bimodal Carmol HC Cream 
omplicates steroid-responsive hydrocortisone acetate in a is considered gentle enough for 
lermatoses, such as atopic lipid -free vanishing cream base use on the face, or for pediatric 
lermatitis. When it does, Carmol without preservatives. Secondly, patients.* Supplied in 1 oz. tubes, 

C Cream is often an effective the 10% urea in the as or 4 oz. jars. 
herapeutic choice. On two formulation hydrates, Ge [qued 

! C € E S| SYNTEX 

ounts. First, Carmol HC Cream softens and smooths Ene |= | 


ATED EN r i : ; - -—m SYNTEX LABORATORIES. INC. 
provides the anti-inflammatory hyperkeratotic skin. lim. Bie: SITER LABORE 
A M PALO ALTO, CALIFORNIA 94304 
‘There have been reports of trans. ^n 


stinging when used on skin tnat is 
. ^ "11127221 
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WT, 


r 
in 











benzac' w gel 
penetration... 


puts benzoyl peroxide 


atthe source 
ofthe problem. 


Penetration: Test results show a 
99.996 reduction of P. acnes within the 
follicles; complete sterilization in 60% 
of the follicles tested. * 

Micronized Particles: Allow 
smooth application and even 
dispersion of the benzoyl peroxide 
throughout the base. 

Clinical Effectiveness: 
Substantial reduction in the lesion 
count with a minimum of erythema 
and desquamation. 

Total Patient Compliance: 
Pleasant, effective therapy that gives 
your patients results! 


*Data on file-Owen Laboratories Medical Department 


(See disclosure on next page.) ^ 


Owen Laboratories 
Dallas, Texas 75234 
Division of Alcon Laboratories, Inc. 


DESCRIPTION: benzac® w 5 (benzoyl peroxide 5%) 
and benzac® w 10 (benzoyl peroxide 10%) are topical 
water-base gel preparations for use in the treatment 

. of acne vulgaris. Benzoyl peroxide is an oxidizing 
agent which possesses antibacterial properties and 
is classified as a keratolytic. Benzoyl peroxide 
(C,,H,00,) is represented by the following chemical 
structure: O*C-O-O-C-O 


benzac® w 5 and benzac® w 10 contain, respectively, 
benzoyl peroxide 596 and 1096 as the active 
ingredient in a gel base containing dioctyl sodium 
sulfosuccinate, edetate disodium, poloxamer 182. 
carbomer 940, propylene glycol, silicon dioxide, and 
purified water. May also contain citric acid and/or 
sodium hydroxide to adjust pH. 

CLINICAL PHARMACOLOGY: The mechanism of 
action of benzoyl peroxide has not been determined 
but may be related to its antibacterial activity against 
Propionibacterium acnes and its ability to cause 
drying and peeling. Benzoyl peroxide reduces the 
concentration of free fatty acids in the sebum. 

Little is known about the percutaneous penetration, 
metabolism, and excretion of benzoyl peroxide, 
although it is likely that benzoic acid is a major 
metabolite. There is no evidence of systemic toxicity 
caused by benzoyl peroxide in humans. 


INDICATIONS AND USAGE: benzac® w 5 and 10 are 
indicated for the topical treatment of acne vulgaris. 
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cream contains fluocinolone acetonide 0.25 mg./g. in 
a water-washable aqueous emollient base of stearyl 
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ACTIONS Topical steroids are primarily effective be- 
cause of their anti-inflammatory, antipruritic and vaso- 
constrictor action. 


INDICATIONS For relief of the inflammatory manifesta- 
tions of corticosteroid-responsive dermatoses. 


CONTRAINDICATIONS Topical steroids are contraindi- 
cated in those patients with a history of hypersensitivity 
to any of the components of the preparation. 

SYNALAR-HP* (fluocinolone acetonide) cream 0.2% 
should not be used on infants up to two years of age. 


PRECAUTIONS If irritation develops, the steroid should 
be discontinued and appropriate therapy instituted. In 
the presence of an infection the use of an appropriate 
antifungal or antibacterial agent should be instituted. If 
a favorable response does not occur promptly the cor- 
ticosteroid should be discontinued until the infection has 
been adequately controlled. If extensive areas are treated r 
or if occlusive technique is used, there will be increased sys- 
temic absorption of the corticosteroid and suitable precau- 
tions should be taken, particularly in children and infants. Al- 
though topical steroids have not been reported to have an 
adverse effect on human pregnancy, the safety of their use 
in pregnant women has not absolutely been established. In 
laboratory animals, increases in incidences of fetal abnor- 
malities have been associated with exposure of gestating 
females to topical corticosteroids, in some cases at rather 
low dosage levels. Therefore, drugs of this class should not 
be used extensively on pregnant patients, in large amounts 
or for prolonged periods of time. 

These products are not for ophthalmic use. 

SYNALAR-HP cream should not be used for prolonged 
periods and the quantity per day should not exceed 2g. 
of formulated material. 
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ADVERSE REACTIONS The following local adverse reac- 
tions have been reported with topical corticosteroids: 
burning, itching. irritation, dryness, folliculitis, hypertri- 
chosis.acneform eruptions. hypopigmentation, perioral 
dermatitis, allergic contact dermatitis. maceration of 
the skin, secondary infection, skin atrophy, striae. 
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expertise on behalf of the ARcHIVES 
from January 1980 through December 
1980. If any name is omitted or mis- 
spelled, we apologize for this in 
advance. Please let us know about any 
errors, and the information will be 
included as a correction in a future 
Issue. 
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Haber’s Syndrome 


Report of a New Family 


Ichiro Kikuchi, MD; Buzou Saita, MD; Shouhei Inoue, MD 


* Three Japanese brothers had the rosacea-like facies and 
multiple intraepidermal epitheliomas that characterize Haber’s 
syndrome. They also had xerosis of the lower extremities. The 
facial lesions were dry, warm, erythematous, and indurated, with 
enlarged follicular orifices and telangiectasia. One patient had 
disturbing “burning” of the face, which was relieved by short 
courses of steroid therapy that were given for systemic effects. 

(Arch Dermatol 1981;117:321-324) 


I’ 1965, Sanderson and Wilson’ described a genodermato- 
sis that was characterized by persistent rosacea-like 
facies and multiple intraepidermal epitheliomas on unex- 
posed skin sites. They named this condition "Haber's 
syndrome," since it was Dr Henry Haber who had first 
drawn their attention to it. In 1971, Seiji and Otaki? 
reported another case of Haber’s syndrome, and in 1978, 
Yoshinaga and colleagues, including one of us (B.S.), 
reported a case of Haber's syndrome at the 77th Congress 
of the Japanese Dermatological Association, Sendai, 
Japan. In this report, we describe three additional patients 
with Haber’s syndrome in one family. 


REPORT OF CASES 


Case 1.—A 54-year-old Japanese man had had dry, red skin on 
his face and neck, with a strong "burning" sensation since the age 
of 15 years. This persistent burning sensation was most prominent 
when he was exposed to the wind. He was aware that his condition 
was hereditary, since all of his siblings had the same condition, as 
shown in his family pedigree (Fig 1). Since the age of 40 years, 
hyperkeratotic or xerotic lesions had been present on his elbows, 
legs, and feet. He had used steroid ointments on his face, with 
some relief for many years. Unless he washed his face three times 
each day, he reported that thread-like scales appeared on his 
face. 

In August 1979, examination of the patient showed a man of 
normal height and weight, with erythema and brown pigmenta- 
tion on his face. Areas of orange peel-like induration and telan- 
giectasia were also present (Fig 2 and 3). There were six 1- to 
2-mm bluish spots on the face. Small, keratotie lesions were seen 
protruding in the postauricular areas (Fig 4). There were many 2- 
to 6-mm black papules over the neck and the trunk, which were 
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particularly numerous in the axillae and over the anterior aspect 
of the neck. Brown scaly hyperkeratotic lesions were observed on 
the elbows and over the dorsa of the feet (Fig 5). Xerosis was 
present on the legs. 

Results of routine laboratory examinations, including RBC, 
WBC, and differential cell counts, liver function tests, and quan- 
titative determinations of IgG, IgA, and IgM levels, were within 
normal limits. Findings from examinations for fungi from scales 
on the feet and legs were negative. Delayed hypersensitivity 
reactions to PPD and Candida antigen were positive, and sensiti- 
zation with dinitrochlorobenzene was achieved. Results of infrared 
thermography confirmed temperature elevation on the face, and 
the absence of cold cheek areas was noted as an abnormal finding 
(Fig 6). (These findings were distinct from those noted in normal 
persons, as determined in a series of more than 300 thermo- 
graphs.) 

The patient was treated for one year with adrenal steroid 
ointments on the face, including the use of 0.05% clobetasol 
propionate, but the burning sensations continued. Erythema and 
induration improved at times but were generally persistent. On 
several occasions, the erythema and burning sensations became 
unbearable, and short-term corticosteroid therapy, given for sys- 
temic effects, was carried out beneficially in initial doses of 3 mg 
of betamethasone. The use of 20% urea ointment resulted in 
improvement of the hyperkeratotic lesions on the elbows and feet 
and of xerosis on the legs. 

CASE 2.—A 5l-year-old Japanese man, the younger brother of 
patient 1, had had red skin on his face as long as he could 
remember. He also had had raised black lesions over the trunk. He, 
too, complained of facial burning sensations, especially on wind 
exposure. In September 1979, examination showed erythema with 


Fig 1.—Family pedigree of cases of Haber’s syndrome in present 
Study. Number indicates case number; plus sign (+), deceased; 
rectangles, males; and circles, females. 
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Fig 2.—Suntanned indurated red face with 
telangiectasia. Black verrucous lesions 
are seen on neck (case 1). 





Fig 5.—Brown hyperkeratotic scales on dorsum of right foot (case 
1). Tinea unguium of great toe is present. 


telangiectasia and some pigmentation on the face. Open comedo- 
like or milium-like papules were present on the face and nape. 
There were many black papules scattered over the trunk and the 
thighs. Most of these papules measured 4 x 4 mm, with the largest 
papule reaching 7 x 5 mm. These papules were distributed most 
densely in the axillary fossae (Fig 7) and over the anterior aspect 
of the neck. There was xerosis over the legs and the lateral aspects 
of the feet. 

In December 1979, the xerosis worsened in intensity. At that 
time, fine scaling developed over the patient's entire body except 
for the intertriginous regions. Hyperkeratosis was present on the 
lateral aspects of the feet, and a mild ichthyotie pattern appeared 
in the postauricular areas and over the abdomen, upper parts of 
the arms, and legs. At that time, results of routine laboratory 
examinations were within the normal ranges. Use of 20% urea 
ointment proved beneficial for the xerotic lesions of the trunk and 
the extremities. 

Case 3.—A 44-year-old Japanese man, the younger brother of 
patients 1 and 2, had had telangiectasia over both cheeks and 
many raised lesions over the trunk for as long as he could 
remember. He also had had burning sensations on the face. Since 
the age of 15 years, he had had ichthyosislike lesions over the 
lower extremities. In December 1979, examination showed that he 
had telangiectasia over both cheeks; it was more severe on the 
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Fig 3.—Close-up view of face shown in Fig 
2. Enlarged follicular orifices and telan- 
giectasia are shown (case 1). 





Fig 4.—Superficial hyperkeratosis, lesions 
showing dark follicular keratotic plugs, 
and comedo-like lesions in left postauricu- 
lar region (case 1). 





Fig 6.—Infrared thermogram showing warm cheeks (case 1). 
Central temperature is 35.4 °C and temperature range is +1 °C 
from central temperature, indicating high sensitivity. Under con- 
ditions of examination, normal persons show black or cold 
cheeks. 


right cheek. About 140 black papules, measuring 1 x 1 to 3 X 3 
mm, were distributed principally over the patient's chest, neck, 
and back, but these papules were also present over the upper parts 
of the arms, forearms, hands, abdomen, buttocks, thighs, legs, and 
feet. The popliteal fossae were spared. 

Results of routine laboratory examinations were within normal 
limits. Later, it was found that the patient had Wolff-Parkinson- 
White syndrome. He did not seek medical treatment. 


HISTOLOGIC FINDINGS 


Four biopsy specimens were taken from case 1, and three 
specimens were taken from case 2. A small keratotic lesion 
on the nape of patient 2 showed a follicular orifice that was 
filled with a crust and proliferation of keratinocytes that 
extended downward as buds (Fig 8). In another field of the 
same specimen, there were two enlarged hair follicles that, 
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Fig 7.—Left axilla (case 2), showing densely distributed black 
verrucous lesions. 


Fig 8.—Histologic appearance of lesion showing dark follicular 
keratotic plug from nape (case 2). Crust formation in follicular 
orifice, acanthosis, and budding of cells (arrow) are showing. Hair — 
is piercing crust (hematoxylin-eosin, original magnification 

x 20). 





Fig 9.—Serial specimen from lesion shown in Fig 8. Specimen Fig 10.—Histologic appearance of reddened right cheek (case 1) 
shows two enlarged hair follicles, encircled by keratinocytes and during clinical exacerbation. Tree-like hyperplasia of hair follicle 
small nests of round cells (case 2). Entire structure is surrounded is shown (hematoxylin-eosin, original magnification x 20). 
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were encircled by keratinocytes and small nests of round 
cells (Fig 9). There were occasionally enlarged hair follicle 
orifices, some of which were filled with keratotie plugs. 
Trichostasis was observed in some follicles. Hair follicles, 
sebaceous glands, and capillaries were encircled by fibrous 
tissue. Capillaries were occasionally dilated. A mild cellular 
infiltrate, composed of plasma cells, lymphocytes, and 
histiocytes, was seen in the dermis. The eccrine glands 
were small and contained more cells than usual; their 
lumens were reduced in size or had disappeared. 

A specimen from the reddened skin on the right cheek of 
patient 1, examined in March 1980, showed the following 
changes. There were parakeratosis and severe prolifer- 
ation of hair follicle cells (Fig 10). The sebaceous glands 
were hypertrophied, but this may not have been abnormal 
for this site. Fibrous connective-tissue sheaths were seen 
around the hair follicles and capillaries. Dilated capillaries 
were occasionally observed. The eccrine glands showed less 
severe changes than those described previously. A moder- 
ate cellular infiltrate, composed of plasma cells and lym- 
phocytes, was present in the dermis. 

Four black papular lesions, two from case 1 and two from 
case 2, showed essentially the same histologic picture: 
hyperkeratosis, acanthosis, and papillomatosis. There were 
many horn cysts. Melanin granules were abundant, not 
only in the keratinocytes, but also in melanophages. There 
were no changes that were suggestive of malignancy. 
From the undersurfaces of these lesions, budding of epi- 
dermal cells was observed in some areas. The underlying 
dermis showed a mild chronic inflammatory cell infil- 
trate. 

A hyperkeratotic lesion on the dorsum of the right foot 
in case 1 showed hyperkeratosis, a normal granular layer, 
and acanthosis with vacuolated cells. There was a mild 
inflammatory cell infiltrate in the perivascular areas. 


COMMENT 


Haber’s syndrome is a genodermatosis that is character- 
ized by persistent red facies and numerous verrucous 
lesions over the unexposed areas.' 

The facial erythema is characterized by redness, telan- 
giectasia, induration, and warmth to touch. Subjectively, 
the patients complain of a burning sensation of the face 
that is aggravated by wind and sunlight exposure. In case 
3, telangiectasia was more severe on the right cheek than 
on the left. This patient had been a taxi driver and a bus 
driver; in Japan, the drivers keep to the left side of the 
road, and the right side of the face is exposed more 
severely than the left. Warmth to touch is also an impor- 
tant finding, since the cheek is usually a cold area by the 
presence of fat. In our experiences, a warm cheek has been 
seen in granuloma faciale and Kimura’s disease for the 
previous two years. 

Because of racial differences, suntan-like pigmentation 
is added to facial erythema in these Japanese patients. Our 
first impression was steroid rosacea, since patient 1 admit- 
ted that he had used steroid ointments for a considerable 
period. On closer examination, the patient’s skin showed 
follicular changes, described as gooseflesh' or pitted sear. 
The follicular changes are characterized by enlarged follie- 
ular orifices; in some of these orifices keratotic plugs may 
protrude. Patient 1 complained repeatedly of the keratotic 
discharge despite the fact that he washed his face three 
times each day. 

Sanderson and Wilson' characterized the histopathologic 
facial features as showing vascular projiferation and dila- 
tion with changes that suggested superficial lymphedema. 
In the present cases, hair follicles were enlarged, and there 
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was a tendency to downward budding and growth of 
keratinocytes. Vascular proliferation was not a major 
feature. 

Enlargement of the hair follicles may result in the small 
bluish spots that are found on the face. Case 1 had such 
spots, which resembled pigmented epidermal cysts during 
morphologic studies and on palpation. 

The verruca-like lesion in Haber’s syndrome is character- 
ized by a unique distribution; it is most densely distributed 
on the axillae. Many lesions are present on the neck and 
torso, but the extremities are sparsely involved. Some 
lesions are sessile, and other lesions are pedunculated. 

Histopathologically, the verrucous lesions can be inter- 
preted as seborrheic keratoses, although the melanin gran- 
ules are more abundant in the keratinocytes and basal cells, 
as well as in the melanophages. Therefore, age and racial 
variation should be considered in the evaluation of these 
pigmented lesions. (Most of basal cell epitheliomas in the 
Japanese, for example, are known to be pigmented.*) 

One interesting aspect of Haber’s syndrome is the 
presence of hyperkeratosis or ichthyosis, which develops 
during adolescence or middle age in some patients. Sander- 
son and Wilson’ described a patient, aged 45 years, with 
dry skin and two patients with facial dryness; Seiji and 
Otaki? described a patient, aged 61 years, with dry skin. 

Yoshinaga and colleagues’ described a 66-year-old man 
with severe ichthyosis over the trunk, in addition to typical 
Haber’s syndrome. In the present study, patient 1 had 
hyperkeratotic scales over the dorsa of the feet and xerosis 
over the legs since the age of 40 years, although redness 
and dryness of the face had appeared earlier. Patient 2 had 
xerosis over the legs and feet that was worse in the winter, 
and patient 3 had ichthyosis over the lower extremities 
since the age of 15 years. Ichthyosis or xerosis should be 
sought for and investigated further in additional cases of 
Haber’s syndrome. As for treatment, urea ointment was 
generally effective. 

At present, the therapy for Haber’s syndrome should be 
symptomatic. The prescription of adrenal steroid oint- 
ments for the treatment of a condition similar to steroid 
rosacea is highly problematic. However, after one year, 
adrenal steroid therapy, given for local effects, was the 
only remedy that provided substantial symptomatic relief 
in case 1, although his facial redness persisted. Although 
short courses of betamethasone therapy, given for sys- 
temic effects, produced temporary dramatic treatment 
effects, such therapy cannot, overall, be recommended for 
this chronic disorder. 

The verrucous lesions require no treatment. Malignant 
changes have not been reported in these lesions. 

We may be overlooking patients with Haber’s syndrome. 
Every patient with numerous verrucous lesions over the 
torso should be examined for redness, induration, and an 
orange peel-like facial appearance; likewise, patients with 
these facial changes should be examined for the verruca- 
like lesions. In any such cases, a detailed family history 
should be carefully obtained from the patient. 
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Xeroradiographic Observations in Four 
Patients With Chronic Renal Disease 
and Cutaneous Gangrene 


Francis C. Lazorik, MD; Adele K. Friedman, MD; James J. Leyden, MD 


è Cutaneous gangrene developed in four patients who had 
chronic renal disease that resulted in secondary hyperparathy- 
roidism and systemic arterial calcification. Three of the four 
patients showed a unique pattern, by xeroradiography, of exten- 
sive medial calcification in subcutaneous arterioles. This nonin- 
vasive procedure demonstrated calcium in minute subcutaneous 
arterioles. Parathyroidectomy, conservative local care, and skin 
grafting resulted in cure of the cutaneous ulcers in two of the four 
patients. 

(Arch Dermatol 1981;117:325-328) 


he occurrence of cutaneous gangrene in patients with 

chronic renal disease, hyperparathyroidism, and 
arterial calcification is rare, but has been reported with 
increasing frequency (28 cases in the last ten years) as 
survival has been extended by dialysis or homograft 
transplantation." The cutaneous findings of the syn- 
drome include subcutaneous nodules, palpable purpura, 
painful livedo reticularis, full-thickness necrosis, distal 
digital gangrene, and relentless skin infarction involving 
the lower extremities and buttocks.’ All of these may 
occur in normal skin sites or in areas subjected to trauma.’ 
The skin ulcerations are painful, disfiguring, debilitating, 
resistant to the usual forms of treatment," and often lethal 
when complicated by sepsis." "* 

The purpose of this article is to describe four patients 
with this syndrome in whom xeroradiography of the 
extremities'*" was used to demonstrate calcification in 
subeutaneous arterioles in support of the diagnosis of 
hyperparathyroidism. The procedure was safer and pro- 
vided more accurate diagnostic information than a punch 
biopsy specimen of the skin. 

The demonstration of arterial calcification is an impor- 
tant clue to the diagnosis of hyperparathyroidism in 
patients with chronic renal disease.'^-" The presence of 
arterial calcification and elevated serum parathyroid hor- 
mone and calcium levels diagnostie of hyperparathyroid- 
ism have been used as indications for parathyroidectomy in 
some renal transplant patients.' 

Xeroradiography is a medical adaption of the xerograph- 
ie copier process. An electrostatic image on a selenium 
plate replaces x-ray film. The image is preserved on 
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plastic-coated paper. Xeroradiography has excellent resolv- 
ing power and an “edge enhancement” effect that makes it 
ideal for demonstrating small but radiopaque objects such 
as minute calcific deposits in breast cancer and in small 


arterioles. Calcified vessels as small as 0.1 mm in diameter - 


can be seen readily on xeroradiograms with the aid of a 
measuring magnifier (Baush & Lomb). Xeroradiography is 
widely used for mammography, and the technique is 
readily available in hospitals throughout the United 
States." 


REPORT OF CASES 


Case 1.—A 43-year-old woman with a history of repeated urinary 
tract infections received a cadaver kidney transplant for end- 
stage renal failure in July 1975. Creatinine and BUN levels became 
normal after surgery, and the patient did well on a regimen of 25 
to 50 mg of azathioprine four times a day and 12 mg of 
methylprednisolone every other day. Asymptomatic subcutaneous 
nodules were noted on the medial aspect of both knees in August 
1977. A 4-mm punch biopsy specimen of one of the lesions, 
obtained at another hospital in October 1977, revealed a normal 
epidermis and notable dermal edema. No muscular-walled vessels 
were included in the biopsy specimen. The biopsy specimen wound 
never healed despite local care with wet-to-dry dressings, antibiot- 
ic ointments, and elevation of the leg. The patient was admitted to 
a hospital in December 1977, because the ulcer was rapidly 
increasing in size. Local care with dextranomer, hydrotherapy, 
and oral cephalexin was ineffective. 

At transfer, physical examination showed a cushingoid, obese, 
afebrile woman in no acute distress. Her blood pressure was 
150/100 mm Hg. All peripheral pulses were equal and of normal 
amplitude. There was a 4 x 5-cm ulcer, 1 cm deep, surrounded by a 
2-em ring of erythema on the medial aspect of the left knee. 
Necrotic tissue was present at the base of the lesion (Fig 1). 

Routine laboratory studies, including a chest roentgenogram, 
ECG, complete blood cell count, serum electrolyte levels, BUN and 
creatinine levels, liver function test results, and serum total protein 
level were normal. The calcium level was elevated at 10.9 mg/dL 
(normal, 8.5 to 10.5 mg/dL). The serum phosphorus level (2.8 mg/dL) 
and the alkaline phosphatase level (28 units) were normal. Wound 
cultures yielded Escherichia coli, Enterobacter aerogenes, Bacte- 
roides sp, and Candida albicans. No acid-fast bacilli or deep fungi 
were seen on smear or culture. Tests for antinuclear antibodies, 
cryoglobulins, and rheumatoid factor were negative. ^ 

A 5-mm punch biopsy specimen from the edge of the ulcer 
indicated a slightly thickened epidermis with an atrophic, edema- 
tous dermis. There were dilated, thin-walled vessels with some 
endothelial swelling. The fat septa in the upper subcutaneous 
tissues showed degenerative changes. No arterioles with muscular 
layers were seen and multiple sections through the entire 5-mm 
specimen did not show any calcium on routine or von Kossa 
stains. , 


ee . 
Xeroradiographft Observations—Lazorik et al , 325 + 





E ies Hen Phi ee a 2 


EO. OP S 


p- 


vs 


Lear: Selec v t 


À 
m aom ad 


Mac ail 


jr 
* 


biu da^ 


LET Pe 





k 


1 


x 


ey, T 


Routine roentgenograms showed medium-sized arterial calcifi- 
cation and minimal subperiosteal bone resorption of the type seen 
in hyperparathyroidism. The xeroradiograms demonstrated very 
extensive calcification in medium and small vessels extending to 
the skin surface in all four extremities. Calcified arterioles 0.1 mm 
in diameter were visible in the subcutaneous tissue in clinically 
normal skin and the areas of ulceration (Fig 2). 

The parathyroid hormone level (40 pg/mL) was elevated to four 
times the upper limits of normal, and a diagnosis of hyperparathy- 
roidism was made. Local treatment with acetic acid and povidone- 
iodine wet-to-dry dressings was continued without healing. New 
erythematous, mottled, reticulated macules appeared on the lower 
part of the right leg. Most of these resolved, but some progressed 
to full-thickness skin necrosis. Because of the new lesions and the 
persistent ulcer, the patient underwent total parathyroidectomy 
with autotransplantation of a portion of the gland to the right 
forearm in February 1978. Histopathologic sections of the gland 
showed chief cell hyperplasia without any parathyroid adeno- 
mas. 

No new skin lesions appeared after surgery. Granulation tissue 
slowly formed in the ulcers. They eventually healed after split- 
thickness skin grafts were applied, and the patient was discharged 
from the hospital in April 1978. No new areas of livedo reticularis, 
nodules, or ulcerations developed. Follow-up xeroradiograms of 
the extremities 16 months later showed no change in the appear- 
ance of the calcification. 

Case 2.—A 50-year-old man with polycystic kidneys had a single 
nephrectomy in 1953 because of hematuria and pain. He had 
required hemodialysis since 1973. In 1974 he experienced proximal 
muscle weakness and subcutaneous nodules on the lateral aspects 
of both thighs. Serum calcium levels had ranged from 10 to 14 
mg/dL, and the serum phosphorus level was as high as 12.3 mg/dL. 
Roentgenograms at our hospital showed subperiosteal bone 
resorption characteristic of hyperparathyroidism. The patient’s 
weakness and subcutaneous nodules resolved after partial para- 
thyroidectomy. Faint calcification was demonstrated in roentgen- 
ograms in both superficial femoral and right ulnar arteries in 1974, 
but no small artery calcification was seen. In February 1978, 
painful, shallow, distal digital ulcerations appeared on the right 
hand (Fig 3). The lesions were dry and uninfected. All peripheral 
arterial pulses were adequate. Routine cultures did not show any 
bacteria or fungi. The ulcers were refractory to local care with 
aluminum acetate solution compresses and antibiotic ointment 
during a two-month period. Oral medication included aluminum 
hydroxide gel, folic acid, digoxin, and multivitamins with iron. The 
parathyroid hormone level was elevated (625 pg/mL). Xeroradio- 
grams of the extremities in March 1978 showed minimal calcifica- 
tion of medium- and small-sized vessels, including the right radial 
artery, and several proximal digital arteries of both hands, the 
anterior tibial artery, and several muscular arterial branches in 
both legs. The calcifications in the right hand were not directly 
associated with the ulcers. No calcium was seen in the small 
arterioles. 

The patient underwent complete parathyroidectomy with auto- 
transplantation of a portion of the gland to his forearm. There was 
a complete resolution of the ulcerations. Xeroradiograms of the 
hands showed little change in the vascular calcifications one year 
later. 

Case 3.—A 20-year-old woman, with chronic renal disease sec- 
ondary to a hypoplastic left kidney and chronic pyelonephritis, 
underwent nephrectomy in 1964 and a kidney transplantation in 
1974. The patient was maintained on a regimen of prednisone, 
azathioprine, furosemide, ferrous gluconate, and methenamine 
mandelate with good renal function and normal serum levels of 
BUN, creatinine, electrolytes, caleium, and phosphorus. 

A painful ulceration of the right thigh developed in 1975. 
Routine roentgenograms demonstrated the bone changes of 
hyperparathyroidism. Xeroradiograms showed calcification of the 
small vessels in muscle and subcutaneous fat extending to the skin 
in both breasts and in all four extremities. The serum parathyroid 
hormone level (935 pg/mL) was elevated. The patient underwent 
split-thickness skin grafting and complete parathyroidectomy 
with autotransplantation of a portion of theeparathyroid gland to 
the left forearm in October 1975. Sections from debridement of the 
ulcer showed intimal hyperplasia, total circumferential calcifica- 
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tion in the media of small arterioles and obliteration of the lumen 
of some vessels (Fig 4 and 5), with necrósis of the surrounding 
connective tissue. 

The ulcer did not heal after multiple debridements and skin 
grafting. New ulcers appeared on the buttocks and on the left leg. 
Removal of the remaining parathyroid gland from the forearm 
was not helpful in reversing the ischemia or vascular calcification. 
Pulmonary embolism, brachial artery thrombosis, and septicemia 
developed, and the patient died in March 1976. 

Cask 4.—A 29-year-old man had chronic renal disease caused by 
chronie glomerulonephritis beginning when he was 12 years old. 
Hemodialysis was begun when he was 22 years old. Bilateral 
nephrectomy was performed at age 24 years to control severe 
hypertension. In 1973, at age 26 years, the patient received a 
cadaver renal allograft transplantation. Rejection was controlled 
with azathioprine and prednisone. In late 1975, the patient noted 
intermittent calf claudication and diffuse, violaceous skin lesions 
on the lower extremities. Xeroradiograms showed extensive 
medial small vessel calcification extending to the skin in both the 
proximal and distal portions of all four extremities. Serum calcium 
(9.3 mg/dL) and phosphorus (3.0 mg/dL) determinations were 
normal. The parathyroid hormone level (965 pg/dL) was elevated. 
Partial parathyroidectomy was performed, but a deep uleer subse- 
quently developed on the medial part of the right thigh. In April 
1976, xeroradiograms showed progressive calcification in the 
thighs. Routine roentgenograms showed subperiosteal bone 
resorption in the phalanges. Because of progressive symptoms and 
vascular calcification, complete parathyroidectomy with auto- 
transplantation of a small portion of the gland was performed in 
September 1976. In November 1976, xeroradiograms showed pro- 
gression of vascular calcification in both arms and both legs. The 
ulcer persisted, and the patient was readmitted to the hospital in 
November 1976. 

Physical examination indicated an obese, cushingoid man in 
moderate distress. His blood pressure was 110/70 mm Hg. A 
10 x 15-em ulceration covered by a black eschar was located on the 
medial aspect of the right thigh. All peripheral arterial pulses were 
palpable except for the posterior tibial arteries. 

Wound culture at the time of surgical debridement showed 
Klebsiella pneumoniae, Staphylococcus aureus, and E coli. Local 
therapy with wet-to-dry dressings and hydrotherapy did not 
promote granulation tissue. Fever that followed ulcer manipula- 
tion was treated with intravenous antibiotics. A biopsy specimen 
of tissue beneath the ulcer showed fat necrosis and notable 
Mónckeberg's medial sclerosis of the small arteries. A split- 
thickness skin graft mesh was placed over the ulcer in January 
1977. 

The patient slowly became more debilitated as new ulcers 
formed on the legs. Periodic fever, decreasing renal function, 
staphylococcal pneumonia, and septicemia ultimately led to hypo- 
tension and death in February 1977. At autopsy, profound medial 
calcification and intimal hyperplasia of small arteries supplying 
clinically normal skin, the areas of ulceration, the soft tissues, and 
the viscera were found. 


COMMENT 


The finding of calcification in arteries in the elderly, in 
the presence of arteriosclerosis, diabetes, and chronic renal 
disease and hyperparathyroidism is common and well 
known.*'*?*2?* In these conditions, the calcifications are 
visible roentgenographically in large- and medium-sized 
arteries and even in small digital arteries 1 mm in diame- 
ter. In chronic renal disease, calcified arteries as small as 
0.5 mm have been demonstrated by "microradioscopy."'* In 
arteriosclerosis, roentgenograms of larger arteries such as 
the aorta and superficial femoral artery show the pattern 
of calcification along the arterial wall to be irregular, 
shaggy, and plaque like.” Histologically, the calcification 
involves the intima. 

On roentgenograms of medial calcification (Móncke- 
berg’s medial sclerosis), the entire circumference of the 
vessel is diffusely and evenly involved, producing a pipe- 
like or drinking-straw appearance." Medium and small, 
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Fig 1.—This deep, necrotic ulcer developed on 
left knee after punch biopsy specimen had been 
taken (case 1). 





Fig 3.—Right hand before treatment. These shal- 
low ulcerations were extremely painful (case 2). 


Fig 4.—Ulcer on right thigh. Calcium is deposited in the tunica 
media of small arterioles in subcutaneous fat (case 3). These 
findings are also representative of findings on ulcer debridement 
and autopsy in case 4 (hematoxylin-eosin, original magnification 
x 250). 


Fig 2.—Xeroradiogram of right thigh. Calcified 
subcutaneous arterioles 0.1 mm in diameter are 
visible on original xeroradiogram (arrows). Find- 
ings for the left leg were identical, except for 
presence of an ulcer (case 1). 


Fig 5.—Higher magnification of view in Fig 4 (hematoxylin-eosin, 
x 400). 
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muscular arteries, such as the radial, ulnar, femoral, and 
posterior tibial arteries, are most frequently involved. 

Three of our four patients with chronie renal disease, 
hyperparathyroidism, and cutaneous gangrene were shown 
to have very striking, extensive, and similar patterns of 
arteriolar calcification on xeroradiography that differed 
from the common types described. In these xeroradio- 
grams, the calcification was in a thin layer in small 
arterioles, was diffusely distributed, and produced a tubu- 
lar outline extending to the skin (Fig 2). Its presence in the 
tunica media vasorum was confirmed histologically in 
cases 3 and 4 (Fig 4 and 5) as has been described in other 
reported cases.****'' It was not seen on histologic exami- 
nation in case 1 possibly because the material obtained by 
punch biopsy specimens was inadequate, but very exten- 
sive calcification was clearly demonstrated on the xerora- 
diograms in case 1 (Fig 2). The calcification found on 
xeroradiography in case 2 only involved digital arteries 
(1 mm in diameter) not small arterioles. 

The extremities of 22 renal transplant patients without 
hyperparathyroidism and cutaneous gangrene were sur- 
veyed by xeroradiography. Sixteen had no calcification and 
six were shown to have medial calcification in medium and 
small arteries (superficial femoral, radial, posterior tibial, 
and occasionally digital arteries). The calcifications dif- 
fered from those found in cases 1, 3, and 4 in the greater 
size of the vessels involved. None of the control subjects 
had calcification of minute subcutaneous arterioles as did 
the patients with cutaneous gangrene. 

Arteriosclerotic arterial calcification is a common find- 
ing in xeroradiograms of the breasts of elderly women.” 
The pattern is distinctly different from the fine calcifica- 
tion in the arterial arborizations leading to the skin 
previously described. No atheromas were seen on the 
histologic sections of any of the patients with cutaneous 
gangrene. Medial calcification in a network of small subcu- 


‘taneous arterioles as described in this condition was never 


seen in approximately 5,000 breast xeroradiograms of 
women examined for breast carcinoma by one of us 
(A.K.F.). 

The management of cutaneous ulcers in these patients 
was a formidable clinieal problem. Conservative local ther- 
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apy brought some improvement in the two survivors, but 
the ulcers did not heal until parathfroidectomies were 
carried out. Invasive procedures such as punch biopsies led 
to gangrene in case 1. Surgical debridement did not 
promote healing and seemed to be harmful in cases 3 and 4. 
While parathyroidectomy was beneficial in patients 1 and 
2. it was ineffectual in patients 3 and 4. In 17 instances of 
this syndrome with cutaneous gangrene reported in the 
literature, six patients died and the conditions of 11 
patients improved after they underwent parathyroidec- 
tomies.'^? In our two patients who responded to parathy- 
roidectomies, there was no regression of the calcification in 
the subeutaneous arteries of the extremities on xeroradio- 
graphy in 12 to 16 months of follow-up evaluations. This 
latter observation indicates that the relationship of calcif- 
ied vessels to the development of gangrene in the skin is 
unclear, particularly since vascular calcifications were not 
confined to areas of ulceration. Ancillary, unidentified 
factors may well contribute to the localization of the 
ulcers. 

The relationship between hyperparathyroidism and 
cutaneous gangrene is also not obvious. Some, but not all, 
of the conditions of the patients with this syndrome have 
improved after parathyroidectomy.''* Hyperparathyroid- 
ism is a long-established cause of many types of metastatic 
caleification.'*^* 

Xeroradiography is an efficient and noninvasive method 
for demonstrating arterial calcification. It proved more 
reliable than punch biopsy in case 1. Arteriolar calcification 
is considered to be evidence of hyperparathyroidism in this 
syndrome. All four patients with arterial calcification had 
other clinical and laboratory evidence of hyperparathyroid- 
ism. Xeroradiographie examination for arterial calcifica- 
tion in addition to routine bone surveys and serum calcium, 
phosphorus, alkaline phosphatase, and parathyroid hor- 
mone determinations might be of value in detecting this 
syndrome in an early form, before the development of skin 
necrosis. 


Nonproprietary Name and Trademark of Drug 


Azathioprine—Imuran. 
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Sporadic Atypical Mole Syndrome 


A Report of Five Nonfamilial B-K Mole Syndrome-like Cases 


and Histopathologic Findings 


Homayoon Rahbari, MD, Amir H. Mehregan, MD 


* We report five sporadic B-K mole syndrome-like cases. 
Histopathologic findings in this condition are characteristic. 
Clinical and pathologic diagnoses do not have to await the 
appearance of relatively large or malignant lesions. The derma- 
topathologist can alert the clinician to the occurrence of sporad- 
ic atypical mole syndrome. 

(Arch Dermatol 1981;117:329-331) 


r 1978, Reimer et al' and Clark et al? introduced the B-K 
mole syndrome as a distinctive familial condition. The 
affected family members have multiple nevi and malig- 
nant melanomas. Progression of B-K moles to malignant 
melanomas was established by photographic documenta- 
tion and periodic clinical and histologic examinations. In 
gross examination, they found B-K moles to measure 10 
mm in diameter and to show irregular outlines with color 
variations ranging from tan to brown, and often with black 
and pink areas. The lesions were flat or had a palpable 
dermal component. On histologic examination, Clark et al’ 
found most of the B-K moles showed dermal nevus cell 
nests and junctional activity areas. The dermal component 
of these nevi was similar to that seen in other forms of 
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Predominantly 
intradermal 


Case Junction Nevus 


Compound Nevus 


Proliferation 
; 4 10 44 15 2 2 2 
Total 29 67 24 8 4 2 


. *SSMMKH indicates superficially spreading malignant melanoma-ievel |, SSMM-II, superficially spreading malignant melanoma-level Il. ` 
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pigmented moles. The junctional component of the B-K 
moles, however, showed "atypical melanocytie hyperpla- 
sia." Other histologie findings included fibrovascular pro- 
liferation in the papillary dermis and a lymphocytic 
inflammatory cell infiltrate. 

In our dermatopathology laboratory, we have examined 
134 melanocytic nevi from five patients with large num- 
bers of pigmented lesions. The development of numerous 
pigmented moles during the adult life in these five 
patients, with the histologic findings of compound nevi and 
atypical melanocytic proliferation or the development of 
superficially spreading malignant melanomas (SSMM), 
suggests sporadic forms simulating B-K mole syndrome 
but with no positive family history also may occur. 


Table 1.—Location of Lesions 


Age, Head Chest and 


Case yr/Sex and Neck Abdomen 


Extremities* 


Back 





Atypical 
Melanocytic 
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Fig 1.—Left, Multiple small pigmented 
lesions on patient's back. Right, Jagged- 
bordered and slightly elevated pigmented 
lesions with speckled areas of hyperpig- 
mentation. 
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Fig 2.—Thickened epidermis with broad rete ridges "reaching Fig 3.—Proliferation of abnormal nevocytic cells at junction 
out" to one another and flat junctional nevocytic nests with component of B-K moles (hematoxylin-eosin, x 250). 


fibrovascular proliferation in the papillary dermis and patchy 
inflammatory cell infiltrate (acid orcein-Giemsa stain, x 100). 


—— Fig 4.—Compound nevus with abnormal 
EE junctional cells — (hematoxylin-eosin, 
x 250). 


Fig 5.—Superficially spreading malignant 
. melanomas level in sporadic atypical mole 
syndrome (hematoxylin-eosin, X 100). 
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MATERIALS AND METHODS 


9 
Tissue sections of 134 pigmented moles removed from the five 
patients were processed for paraffin embedding. Eight-microme- 
ter tissue sections were stained with hematoxylin-eosin and acid 
orcein-Giemsa stains. 


RESULTS 


Results of the clinical data and histologic findings of the 
134 moles removed from the patients studied are summa- 
rized in Tables 1 and 2. In all cases, a family history of the 
presence of similar pigmented moles was negative accord- 
ing to the available data from the patients, the physicians, 
or both. Family members were not directly available to us 
for personal examination; however, in general, the lesions 
were small, 0.5 to 7 mm in diameter, flat or slightly 
elevated, and many reportedly showed jagged or irregular 
borders. Color variation ranged from light brown to black, 
with an occasional tinge of erythema. Some lesions showed 
fine speckled spots over a light-brown surface. The sur- 
rounding skin appeared normal (Fig 1, left and right). 

Histologic findings in the series examined were similar 
to those described by Clark et al* for B-K mole syndrome. 
We found the histologic changes specific enough to permit 
identification of these cases in routine histologic examina- 
tion. The changes include the following features. 

The epidermis often was moderately thickened and 
showed elongation of the rete ridges, which were usually 
broad or club shaped (Fig 2). Frequently, the epidermal 
rete ridges seemed to be "reaching out" to touch and join 
with their neighbors. Many of the junctional nests of 
nevocytic cells appeared in these areas of conjoint epider- 
mal rete ridges. 

The acanthotic epidermis was often hyperpigmented 
and showed an increase in the number of the junctional 
clear cells. Most junctional nests were irregularly spaced, 
while some were elongated in a plane parallel to the surface 
of the epidermis. Other nests were ovoid or triangular. The 
junctional nests consisted of nevocytic cells with abundant 
cytoplasm and dust-like pigment granules. In eight 
instances, cellular abnormalities in the junctional nests 
suggested a histologic diagnosis of atypical melanocytic 
proliferation (Fig 3). Atypical melanocytic proliferation 
also was present in seven of the lesions with dermal nevus 
cell components (compound nevi) (Fig 4). The dermal 
component of the 67 compound nevi in this series was 
composed of small and uniform cells similar to the so-called 
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B-type nevus cells of ordinary nevi. A-type nevus cells were 
rarely present. We did not find any neuroid structures. 

The papillary dermis in most cases showed fibrovascular 
proliferation. Spotty lymphocytic infiltration was a com- 
mon finding below the areas of junctional activity. Exten- 
sive proliferation of atypical nevocytic cells with areas of 
junctional nest formation occurred in association with foci 
of upward transmigration of nevocytic cells into the over- 
lying epidermis and lymphocytic infiltrate in the underly- 
ing dermis, suggesting the diagnosis of SSMM, level I, in 
four lesions. In two other growths, there were additional 
involvement of papillary dermis. These lesions were clas- 
sified as SSMM, level II (Fig 5). 


COMMENT 


Histologie changes in multiple pigmented moles exam- 
ined from the five cases were specific enough to enable us 
to identify these cases in the absence of pertinent clinical 
data. The histologic changes were similar to those de- 
scribed for the B-K mole syndrome. We believe these cases 
represent a sporadic and nonfamilial variety of the syn- 
drome. We are unaware of any publications on sporadic 
atypical mole syndrome, but others (Dr Wallace Clark, Jr) 
have mentioned the possibility of sporadic cases in their 
discussion of the B-K mole syndrome. 

Patients with sporadic atypical mole syndrome are not 
limited to any specific age group. Lesions have been seen 
in patients in their third to sixth decades of life. Recogni- 
tion and diagnosis of these lesions need not be delayed un- 
til they have attained the size of 10 mm in diameter (de- 
scribed for the familial syndrome) or have central papules 
or nodules. With an adequate biopsy specimen, the histo- 
pathologist is in a good position to alert the clinician to the 
possibility of the sporadic atypical mole syndrome or the 
B-K mole syndrome, depending on the family history. 


After submission of this manuscript for publication, a similar article has 
been published in Cancer (1980;46:1787-1794). 

Kenneth W. Murray, MD, allowed us to examine his patients, and Robert 
J. Schoenfeld, MD, provided us with clinical photographs. 
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Clinicopathologic Correlations 


in Alibert-type Mycosis Fungoides 


Ana M. Eng, MD; Irene Blekys; Sophie M. Worobee, MD 


e Five cases of mycosis fungoides of the Alibert type were 
studied by taking multiple biopsy specimens at different stages 
of the disease. Large hyperchromatic, slightly irregular mononu- 
clear cells are the most frequent cells. Ultrastructurally, the cells 
were only slightly convoluted, had prominent heterochromatin 
banding at the nuclear membrane, and unremarkable cytoplas- 
mic organelles. Highly convoluted cerebriform nucleated cells 
were few. Large regular vesicular histiocytes were prominent in 
the early stages. Ultrastructurally, the cells showed evenly 
distributed euchromatin. Epidermotrophism was equally as 
important as Pautrier's abscess as a hallmark of the disease. 
Stereologic techniques comparing the infiltrate with regard to 
size and convolution of cells in all stages of mycosis fungoides 
with infiltrates seen in a variety of benign dermatoses showed no 
statistically significant differences. 

(Arch Dermatol 1981;117:332-337) 


Ec et al' identified a cerebriform cell as the 
prototypical tumor cell of mycosis fungoides. Howev- 
er, problems still exist in the histologic diagnosis of 
mycosis fungoides. These problems may result from the 
fact that early lesions of mycosis fungoides contain a 
polymorphic “nonspecific” infiltrate. There is no easily 
identifiable cell in all disease phases of many patients with 
mycosis fungoides, and the histopathologic changes are 
variable at different stages of the disease.** Furthermore, 
questions regarding the definition or specificity of the 
mycosis fungoides cell persist.’ Convoluted cells seen in 
benign dermatoses are difficult to differentiate from the 
“characteristic cerebriform mycosis cell." 

Since the Alibert type of mycosis fungoides is a distinct 
clinical entity, we limited our study to examples of that 
disorder. In all five patients studied, the diagnosis was 
based on the evolution of the disease from scaly erythema 
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to plaque and tumor stages. We used light and electron 
microscopy in an attempt to identify more specific fea- 
tures of the infiltrate that might aid in the earlier diagno- 
sis of mycosis fungoides. 


METHODS 


Sixteen biopsy specimens from five patients (Table 1) with the 
Alibert type of mycosis fungoides were studied. The numbers, 
dates, and types of lesions obtained from each ease are given in the 
last column of Table 1. Single biopsy specimens from patients with 
each of the following disorders were used as controls: toxic 
erythema (two cases), contact dermatitis (one case), rash of 
dermatomyositis (one case), herpes zoster (one case), Mucha- 
Habermann disease (one case), and lichen striatus (one case). Half 
of each of the punch biopsy specimens was fixed in 40% formalde- 
hyde, embedded in paraffin, sectioned at 5 um, and stained with 
hematoxylin-eosin. The other half of each specimen was further 
divided, fixed in phosphate-buffered 2% glutaraldehyde, and 
postfixed in 1% osmium tetroxide. The tissue was dehydrated in 
increasing concentrations of ethanol, washed in propylene oxide, 
and embedded in epoxy resin (Epon). Thick and thin sections were 
eut on an ultramierotome. Thin sections estimated to be 900 to 
1,250 A in thickness were picked up on 200-mesh copper grids and 
stained with uranyl acetate and lead citrate. Thin sections were 
examined and photographed using two microscopes. 

The dermis and the dermal-epidermal junction of the sections 
were studied by stereology. The cells were picked at random by 
photographing all the dermal cells seen in one grid space for every 
specimen block eut. Four hundred cells from biopsy specimens of 
benign dermatoses and 418 cells from specimens of mycosis 
fungoides were measured. Cells were photographed at x 5,000 and 
printed so that the final magnification of the micrograph was 
x10,000 + 500. A l-em square grid was superimposed on the 
micrograph, and both lines and points (intersections of lines) that 
fell on the cells and nuclei were counted. The relative surface 
density (S,) of the nuclear membrane and the relative volume (V,) 
of the nucleus within the cell were measured. The ratio of the 
S,/V, was called the nuclear contour ratio and was used as a 
possible indicator of the degree of nuclear convolution. 

The formulas for this quantitative study were taken from 
Weibel et al.?* The S, represents the amount of nuclear membrane 
per cell volume and is determined by the formula S, = 2I/L,, 
where I is the number of intersections of the test line with „the 
nuclear membrane and L, is the length of the test line. The V, of 
the nucleus is calculated as that percent of the cell’s volume that is . 
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occupied by the nucleus. The V, was determined by calculating the 
ratio of the number of points falling over the nucleus of a cell (P,) 
to the total number of points (P,) falling over that same cell 
(V, = P,/P). The SD and the SE were computed. Statistical 
significance was tested by the Student's / test, and P < 05 was 
considered significant. 


RESULTS 


The clinieal data and histologic features of the five cases 
of mycosis fungoides are given in Table 1. 


Light Microscopy of Mycosis Fungoides Cases 


The epidermis in some sections was found to be acan- 
thotie, whereas in others it was normal. Epidermotrophism 
of mononuclear cells was seen frequently. Most of the cells 
invading the epidermis were slightly irregular hyperchro- 
matic lymphocytes, some round lymphocytes (Fig 1, 
arrows), and larger, more vesicular, “histiocytic cells” were 
also seen. Epidermotrophism (Fig 1) occurred more fre- 
quently than Pautrier's abscess. The infiltrate surroundin g 
papillary capillaries was usually dense and consisted of the 
same cell types. Endothelial cells were intact. One biopsy 
specimen from case 4 showed invasion of mononuclear cells 
into the follieular epithelium. The infiltrate was patchy, 
resembling that of lupus erythematosus (case 4); perivascu- 
lar, resembling that of erythema perstans (case 4); or 
diffuse throughout the dermis as in insect-bite reactions 
(case 3). 

In the preplaque stage of mycosis fungoides (one of five 











Year of Finding 
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Sex Eczematous Plaques Tumor 
1/51/F 1966 1970 


2/69/F 1975 1976 
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1975 0 
1976 0 
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5/57/F 1973 1977 0 0 


{Symbol — indicates absent; +, present. 


Table 1.—Clinico-pathologic Findings of Our Cases of Classic Mycosis Fungoides 


Microscopic 
Pattern of 
Infiltrate* 


E-1 x ; dense — + 
E-1 x ; perivascu- — * 


E-1 x ; dense 


4/57/F 1977 1977 Lytic E-2 x: PA-2x ; ,76,E;2 
skull dense, patchy: T, C4 
lesions FM-2 x ; mild 


perivascular 
E-1 x ; minimal 
upper dermal 


biopsy specimens in case 4 and one of four biopsy speci- ` 
mens in cases 5 and 3), the cellular infiltrate showed an,” 
abundance of large vesicular histiocytic cells (Fig 2, cell a). 
In the tumor stage, large histiocytic cells persisted and 
increased in number (case 4). In eases 1 and 5, the cells 
appeared more hyperchromatie and larger than lympho- 
cytes but not irregular. Irregular, hyperchromatie cells 
were also present in small numbers in all cases and varied 
from a few to large numbers from different biopsy speci- 
mens of the same patient (case 4; Fig 2, cell b). 


Electron Microscopy Study 


The cell types found from studying multiple grids of 
mycosis fungoides consisted of the following. 

l. The larger histiocytic nuclei had evenly distributed 
chromatin and appeared less electron dense than the 
chromatin of the lymphocytes. A nuclear band was seen 
bordering the nuclear membrane. Vesieular bodies and 
dilated endoplasmic reticulum were more prominent (Fig 
3, cell A). 

2. The small, round, slightly indented lymphocytes with 
minimal cytoplasm had electron-dense heterochromatin as 
opposed to the paler type of euchromatin constituting most 
of the nucleus. The cytoplasm was minimal, containing few 
prominent mitochondria, scattered ribosomes, vesicles, and 
endoplasmic reticulum (Fig 3, cell B). 

3. The most abundant and consistently seen cells were 
the somewhat convoluted, medium-sized cells with hetero- 
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No., Time, 
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*E indicates epidermotrophism; PA, Pautrier's microabscess; and FM, follicular mucinosis. 


IE indicates erythematosis; PL, plaque; T, tumor; 1 x , occurrence in one biopsy specimen; and 2 x , occurrence in two biopsy specimens. 
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Fig f.—Case 2. Epidermotrophism of lymphocytes (arrows) hema- 
oxylin-eosin, x 400). 
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Fig 2.—Case 4. Large histiocytic cells (a) and irregular lymphocyt- 
ic cells (b) (hematoxylin-eosin, x 1,000). 
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Fig 3.—Case 3. Histiocytes (A) with more euchromatin. Slightly Fig 4.—Case 1. Slightly irregular large lymphocytes with dense 
indented lymphocytes (B) with prominent heterochromatin band of heterochromatin at periphery ( x 8,790). 
( x 8,632). 
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Fig 5.—Case 2. Large histiocytic cells with abundant euchromatin Fig 6.—Case 5. Convoluted cell with minimal cytoplasm 
and abundant cytoplasm organelles ( x 10,780). ( X 10,268). 





Fig 7.—Erythema perstans. Lymphocytes (B) and histiocytes (A) Fig 8.—Lichen striatus. Histiocytes (A) and convoluted lympho- 
( Xx 8,500). cytes (B) ( x 8,310). 
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chromatin sharply bordering the nuclear membrane. The 
cytoplasm was sligħt to moderate in amount, contain- 
ing dispersed ribosomes and a few large mitochondria 
(Fig 4). 

4. The largest cell types (Fig 5) were the relatively 
regular cells with abundant euchromatin containing a 
narrow rim of heterochromatin at the nuclear membrane. 
The cytoplasm was usually abundant, possessing various- 
sized vesicles, endoplasmic reticulum, large mitochondria, 
lysosomes, and microfilaments. The nuclear shape was 
more irregular, and the two types of chromatin (hetero- 
chromatin and euchromatin) were more distinctly demar- 
cated than in the histiocytes described in Fig 3. The cells 
became more irregular at a more advanced stage of the 
disease. 

5. The least abundant cell type was that with a notice- 
ably convoluted nucleus and abundant heterochromatin at 
the rim of the nucleus (Lutzner cell). The cytoplasm 
contained few mitochondria, endoplasmic reticulum, and 
ribosomes (Fig 6). 

The cell types from specimens of the two cases of toxic 
erythema perstans contained large histiocytes (Fig 7, cell 
A), whereas the lymphocytes (Fig 7, cell B) possessed more 
heterochromatin with minimal cytoplasm. A sample of cells 
from biopsy specimens of the two cases of lichen striatus 
also consisted of abundant large regularly shaped histio- 
cytes (Fig 8, cell A) and rounder lymphocytes. Occasionally, 
convoluted cells were seen (Fig 8, cell B). 


Stereologic Study 


Relative nuclear volumes and surface densities of cells 
from mycosis fungoides and the benign dermatoses stud- 
ied are given in Table 2. Means and SEs from all mycosis 
fungoides and benign cases are compared graphically in 
Fig 9 and 10. 

The fractional volume of the nucleus (V,), or the percent- 
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Benign Classic 


Fig 9.—Relative nuclear volume density 
(V,). Classic Alibert-type mycosis fun- 


. goides. 
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Benign 


Fig 10.—Relative nuclear surface density (S,).e 
Classic Alibert-type mycosis fungoides. 


age of the cell occupied by the nucleus, is similar in both 
cases. The V, measurements of cells with large, round, or 
regular nuclear contour are similar to measurements of 
cells with smaller and irregular nuclear shape. Both regular 
and irregular nuclear shapes were observed in benign and 
mycosis fungoides samples. The S, is a measure of the 
colleetive nuclear surface area per cell volume. The S, 
measurements of cells in both mycosis fungoides and 
benign cases were not significantly different. 

The range of S,/V, was 0.1 to 2.0. There was a high 
degree of overlap in values from convoluted and nonconvo- 
luted nuclei (Fig 11). In the 0.1 to 0.5 range, we found more 
round and slightly indented nuclei, but in the 0.5 to 2.0 
range, we found regular and convoluted nuclei. Therefore, 
our S,/V, cannot be used as an absolute index of convolu- 
tion. 


Correlation of Light and Electron Microscopy 


The large vesicular regularly outlined cells seen (Fig 2, 
cell a) corresponded to the large cells with abundant 
euchromatin and abundant cytoplasm containing abundant 
endoplasmic reticulum and vesicles (Fig 3, cell A). The 
nuclear membrane showed a dense peripheral band. The 
darker, smaller lymphocytes were regularly shaped (Fig 3, 
cell B). When the lymphocytic cells (Fig 2, cell b) became 
more hyperchromatic and larger, then the cells would 
appear ultrastructurally larger, containing more euchro- 
matin and a thin, well-demareated rim of heterochromatin 
at the nuclear membrane (Fig 4). Some irregular hyper- 
chromatic lymphocytes were probably identical to the 
convoluted cerebriform cells seen by electron microscopy. 


Benign vs Malignant Infiltrate 
In benign dermatoses, the infiltrate contained a greater 


number of lymphocytes than more vesicular histiocytes. 


Nuclear Contour Ratio, S/V, 
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Fig 11.—Nuclear contour ratio (S,/V,). 
Classic Alibert-type mycosis fun- 
goides. 
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Total 418 0.464 0.007 

Control cases 
Contact dermatitis 66 0.444 0.02 
Mucha haberman 30 0.515 0.026 
Toxic eruption 50 0.519 0.023 
Toxic eruption 70 0.447 0.018 
Dermatomyositis 5 0.411 0.046 
Lichen striatus 99 0.499 0.016 
Herpes zoster 80 0.53 0.019 

Total 400 0.489 0.008 


0.464 0.013 1.061 0.03 
0.391 0.023 0.999 0.078 
0.407 0.033 0.832 0.084 
0.385 0.02 0.794 0.044 
0.451 0.023 1.08 0.072 
0.447 0.084 1.11 0.203 
0.488 0.023 1.011 0.042 

“0.441 0.021 0.861 0.036 
0.437 0.01 0.952 0.024 


*N indicates total number of cells examined; X(V,), mean of fractional volume; X(S,), mean of surface density; and X(S,/V.), mean of contour ratio. 


The lymphocytic cells were mostly small and regular in 
appearance and size. 

Biopsy specimens from cases 3 and 4 consistently showed 
an abundance of larger vesicular histiocytic cells and were 
diagnosed as “nonspecific dermatitis” until clinical plaques 
and tumors developed. The cells increased in number as the 
lesions progressed. Even then, the infiltrate did not show 
the highly convoluted cerebriform cells. On the other hand, 
specimens from cases 1 and 2 contained the hyperchro- 
matic, irregular, pleomorphic cell of various sizes and 
shapes at an early stage of the disease. Ultrastructurally, 
by random studies of stereologic techniques, we found no 
significant differences between the size or shape of cells of 
benign cases and the cases of mycosis fungoides. 


Early vs Late Stage 


In the early nonspecific stage of mycosis fungoides, the 
presence of lymphocytes and histiocytes with speckling of 
large histiocytes and the presence of cerebriform cells was 
indistinguishable from that found in the benign derma- 
toses. An abundance of cells with slightly irregular convo- 
lution and prominent heterochromatin banding at the 
nuclear membrane suggested the early diagnosis of myco- 
sis fungoides. 

As the disease progressed, the infiltrate consistently 
became more dense. The proportion of lymphocytic and 
histiocytic cells might remain the same (case 3) but in some 
cases the cells became more pleomorphic and hyperchro- 
matic (cases 2 and 5). When the cells became more malig- 
nant, euchromatin was increased with a clear demarcation 
between euchromatin and heterochromatin. The nuclear 
convolution of cells was not increased in the tumor stage. 
The prognosis appeared better when there were less of the 
pleomorphic cells (case 3, lasting 20 years). In case 3, there 
was an abundance of large histiocytic cells, rather than 
cells with noticeable convolutions. 


COMMENT 


The diagnosis of mycosis fungoides is suspected when 
cells with large hyperchromatie cerebriform nuclei are 
found. Because we have seen cases of mycosis fungoides 
both in the early and late stages that show only scant 
numbers of convoluted cells, we studied classic or Alibert- 
type mycosis fungoides both by light and electron micros- 
copy to search for a more reliable method of recognizing 
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the disease early in its course. 

Biopsy specimens from early stages of mycosis fun- 
goides. may contain infiltrates of a nonspecific nature, 
consisting of polymorphic benign-appearing lymphocytes 
and histiocytes in small numbers. The appearance of large 
histiocytic cells (Fig 2) preceded the onset of the plaque 
stage of mycosis fungoides in three of the six cases. These 
benign-appearing vesicular histiocytic cells persisted even 
to the tumor stage of mycosis fungoides. Ultrastructurally, 
the cells were large with regular nuclei possessing a dense 
nuclear band and more euchromatin. The cytoplasm con- 
tained abundant endoplasmic reticulum, vesicles, and 
microfilaments. Shelley and Wood’ have observed that in 
occult malignant lymphoma of the skin, a clue to its 
presence is the occurrence of unusually large numbers of 
histiocytes. Reticulum or histiocytic cells were increased in 
other electron microscopy studies of mycosis fungoides.*” 
Lutzner et al' also observed that the normal histiocyte is a 
frequent cell type in mycosis fungoides. Whether the pres- 
ence of these histiocytes reflects an immune host response 
or simply comprises part of the tumor-cell population is not 
known. We believed that recognition of abundant numbers 
of this cell enabled us to diagnose mycosis fungoides at an 
early stage of the disease. 

The cell most consistently seen in mycosis fungoides and 
the cell that increased in number as the stage progressed 
was the cell showing distinct heterochromatin banding at 
the nuclear membrane with only a slightly convoluted 
nucleus (Fig 5). The inconspicuous cytoplasm contained 
few mitochondria and ribosomes. Lutzner et al, Sand- 
bank, and Rosas-Uribe et al'' all stated that a spectrum of 
nuclear convolutions occurred in the mycosis cell. 
Schmoeckel et al^ distinguished the cerebriform Sézary 
cells from the majority of cells found (lymphocytoid cells). 
In our experience, because the majority of cells are of the 
slightly convoluted type, the diagnosis of mycosis fun- 
goides should not be based on the presence of cerebriform 
cells. Also, even if a given case shows cells with convoluted 
nuclei admixed with other cells, our quantitative study 
showed that the amount of convolution is not significant 
enough to be a marker for the diagnosis of mycosis 
fungoides. 

The large cell illustrated in Fig 5 appeared similar to the 
"immunoblasts" described by Schmoeckel et al? These 
authors indicated that immunoblasts are commonly seen in- 
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the tumor stage of mycosis fungoides and that their ap- 
pearance carries a poor prognosis. We found these cells in 
abundance in the plaque stage of case 3 and in the early 
eczematous stage in case 4. It is not possible to draw 
prognostic conclusions on the basis of the small number of 
patients we studied. 

Because in some biopsy specimens there seemed to be 
similar overlapping cell types in both the early preplaque 
stage of mycosis fungoides and in the benign dermatoses 
studied, diagnostic differentiation was impossible. A ran- 
dom quantitative study comparing cellular morphologic 
appearance in benign and malignant infiltrates confirmed 
that there were no differences between the two groups. 
Fisher et al‘ found difficulty in making the diagnosis of 
mycosis fungoides by ultrastructural examination and 
suggested that the diagnosis can best be made by light 
microscopy. We believe, despite difficulties, that electron 
microscopic study can define the cytologic features of the 
cellular infiltrate better than light microscopy. The chro- 
matin distribution, the nuclear convolution, and cytoplas- 
mic organelles are more easily observed. For example, an 
abundance of slightly convoluted cells with distinct hetero- 
chromatin banding at the nuclear rim is suggestive of 
mycosis fungoides. Also, an abundance of euchromatin 
indicates a more primitive neoplastic cell type, suggesting 
an advanced stage of the disease. From studies of early and 
late cases of mycosis fungoides with serial biopsy speci- 
mens of single cases, we found no evidence to suggest that 
the degree of convolution correlates with the prognosis of 
the disease. 

We agree with Wilson-Jones'* that epidermotrophism of 
cells is a more common phenomenon than the presence of 


Pautrier's abscess. Our ultrastruetural study showed that 
the cells infiltrating the epidermis may consist of normal 
lymphocytes, slightly convoluted cells, cerebriform cells, or 
the large histiocytic cells. The cell types we found were 
similar to the cells types described by Schmoeckel et al. 
They categorize the population of cells into lymphocyte, 
lymphocytoid Sézary, and immunoblastie cells. Figure 1 
shows normal-appearing lymphocytes invading the epider- 
mis. The cytologic features of the cells may not be alarm- 


ing, but the individual cell migrating into the epidermis. 


and displaying a perinuclear halo was found to be a 
constant phenomenon in our cases. This phenomenon is 
well described in the Woringer-Kolopp type of mycosis 
fungoides." Because different cell types infiltrate the 
epidermis in mycosis fungoides, the distribution of the 
infiltrate rather than the cell types found is often a clue to 
the diagnosis. 

The degree of convolution and the amount of cytoplasmic 
organelles found vary in different stages of the disease. In 
the tumor stage, there were fewer normal lymphocytes and 
histiocytes, and the mycosis cells with the prominent 
heterochromatin banding became, more numerous. In the 
five cases studied, the degree of convolutions of mycosis 
cells did not always increase in the late stage of the disease, 
nor were the number of convoluted cells increased. Instead, 
there were increased numbers of larger cells containing 
more cytoplasmie organelles or more euchromatin, or 
both. - 


This work was supported by Dental Education grant 02872, from the 
Public Health Service. 
Robert J. Buschmann, PhD, provided advice on the stereologic study. 
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Factitious Lip Crusting 


Christopher P. Crotty, MD, Charles H. Dicken, MD 


® Four cases of factitious crusting of the lips in women are 
reported. Two of the women had hemorrhagic crusts, and two 
had keratotic yellow crusts. All four patients had personality 
disturbances. Biting, picking, or unconscious licking of the lips 
may be the underlying mechanism for trauma and crust 
formation. This entity should be distinguished from contact 
cheilitis, actinic cheilitis, infectious cheilitis, cheilitis glandular- 
is, and cheilitis granulomatosa. Some cases of exfoliative cheili- 
tis may also be factitious. The presence of bizarre hemorrhagic 
or keratotic crusts on the lips should alert the clinician to a 
possible factitious origin, and a psychiatric evaluation should be 
done. 

(Arch Dermatol 1981;117:338-340) 


actitious crusting of the lips is an unusual phenomenon 

that has been reported only rarely in the literature. Its 
obscurity may be due to the tendency to label all lip lesions 
without a recognizable cause as exfoliative cheilitis and 
due to the reluctance of the clinician to pursue a psychiatrie 
consultation and diagnosis. 

Factitious cheilitis has been described as dryness, scal- 
ing, fissuring, or cracking of the lips resulting from various 
mannerisms, including biting or continual licking.' This 
condition is similar to what the French have described as 
le tic des lèvres, whereby manipulating the lips produces 
a cheilitis or perpetuates an already existing one.’ 

As early as 1921, Brocq? suggested that some inflamma- 
tory disorders of the lips could be a manifestation of 
nervous instability. Other authors have implied that crust- 
ing of the lips may have no organic cause and may respond 
to psychotherapy. Woodburne and Philpott' reported three 
such cases, and Tyldesley? noted accentuation of the condi- 
tion with exposure to stressful situations and improvement 
with mild tranquilization. Similarly, one of two teenage 
girls with crusting of the lips (labeled as exfoliative 
cheilitis) had a stressful home environment.* 

Recently, Savage’ reported four cases of artifactitious 
crusting of the nose and lips in young women with 
underlying psychologic disturbances. 

Butterworth et al; who found hypertrophied, scaly, 
crusted lips in hospitalized patients with Down’s syndrome, 
thought that local trauma may be an essential factor. 

Finally, Rook? recognized, as a subgroup of patients with 
exfoliative cheilitis, young women with crusted lips who 
frequently have atopy and emotional disturbances. Their 
lip lesions cannot be attributed to either contact sensitiza- 
tion or photoreaction. 

We examined four female patients who had unusual 
crusting of the lips that we believed to be factitious in 
nature. Each patient had a bizarre clinical presentation, 
two having hemorrhagic crusting of the lips and two 
having keratotic, exfoliative lip lesions. In each patient, a 
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lip biopsy specimen was normal or showed nonspecific 
changes. All four patients had abnormal personality pro- 
files, and two had a history of psychiatric therapy. 


REPORT OF CASES 


Case 1.—A 16-year-old girl was admitted to a Rochester, Minn, 
hospital on Dec 6, 1978, with a three-week history of hemorrhagic 
crusting of both lips. There was no history of a bleeding diathesis, 
melena, hematemesis, ulcers of the tongue or buccal mucosa, or 
contact with lipstick, lip gloss, or other foreign substances. She had 
had no episodes of fever, epistaxis, herpes simplex infection, or 
photosensitivity. She denied experiencing burning or irritation. 
On examination, there was diffuse hemorrhagic crusting confined 
to the vermilion border. The lips were not enlarged, and no other 
mucous membranes were involved (Fig 1). 

Further examination of the patient revealed that she was quiet 
and soft-spoken. She denied having any particular problems with 
regard to academic achievement, social relationships, work, par- 
ents, or sexual adjustment. Despite the clinical appearance of her 
lips, she denied the presence of a major cosmetic problem. She was 
willing to attend school while her lips were covered with the dark, 
hemorrhagic crusts. Results of the Minnesota Multiphasie Person- 
ality Inventory (MMPI) indicated a person who tended to mini- 
mize faults in herself, her family, and her circumstances. Ror- 
schach psychologic test results suggested a strong inclination to 
avoid disclosure and to maintain a self-denying life-style. A 
psychiatric consultation was obtained; the impression was that the 
patient used denial, had a bland indifference to problems, and was 
unreliable. In addition, she was not functioning adequately as an 
independent person and was notably dependent on her parents. 
The psychiatrist believed that the lip crusting was psychogenic. 

Results of the following laboratory studies, done during her 
hospitalization, were negative or normal: complete blood cell 
(CBC) count, thyroid function, platelet count, partial thromboplas- 
tin time, prothrombin time, serum chemistry profile, ESR, mono- 
nucleosis spot slide test, blood glucose, serum creatinine, antinu- 
clear antibody test, rheumatoid factor, cervical cytology, pregnan- 
cy test, and roentgenograms of the upper part of the gastrointes- 
tinal (GI) tract and chest. 

Cultures of the lips showed a few colonies of Staphylococcus 
aureus and viridans streptococci. A herpes simplex serum titer 
was less than 1:2. l 

The North American Standard Patch Test series, as well as the 
dental stomatitis and medical patch test series, was negative. 

Shortly before discharge from the hospital, she admitted to her 
parents that she had been picking at her lips but denied this to her 
physician. Her only treatment at the time of discharge was 
aluminum acetate solution compresses to remove the crusts. After 
her return to school, her lips healed and remained normal for 
approximately two weeks, but then the hemorrhagic crusts reap- 
peared. She was again seen by a specialist in adolescent psychia- 
try. He believed that she was generally denying problems, that her 
affect was bland, and that she was not appropriately concerned 
about the condition of her lips. Hospitalization for inpatient 
psychiatric treatment was suggested, but her family opposed the 
recommendation. 

She was seen at another institution one month later, and a 
biopsy of the lips was done. This tissue was reviewed at our 
institution and interpreted as normal. On the patient’s last visit to 
the Mayo Clinic, Rochester, Minn, in April 1979, four months after 
the onset of the crusting, her lips remained heavily covered with 
hemorrhagic crusts but had an almost normal-appearing vermilion 
surface underneath. At that time, the patient continued to deny 
any manipulation of her lips, and neither she nor her family was . 
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willing to see the psychiatrist again. 

Her local physician later noted what he thought to be excoria- 
tions on the vermilion surface when the crusts were manually 
removed. 

Case 2.—AÀn 18-year-old woman was admitted to a Rochester, 
Minn, hospital in April 1977, with a one-month history of hemor- 
rhagic crusting of the lips, unresponsive to topical antibiotics. She 
had a history of asthma, hay fever, and hypersensitivity to cats, 
dogs, house dust, ragweed, and wool. She denied manipulating her 
lips. She also denied having photosensitivity or a history of contact 
sensitization. In the past, the patient had been seen by a psychia- 
trist because of depression. Although she did not get along well 
with her parents, she was apprehensive about leaving home to 
attend nursing school. 

After admission to the hospital, examination showed that the 
lips were diffusely covered by hemorrhagic crusts (Fig 2). Removal 
of the crusts indicated a normal vermilion surface underneath. 

Results of the following hospital laboratory studies were nega- 
tive or normal: fungal serologic findings, CBC count, antinuclear 
antibody test, thyroid profile, serum chemistry profile, ESR, lupus 
erythematosus (LE) clot test, automated reagin test, and urinaly- 
sis. The result of a test for IgE was more than 3,000 ng/mL 
(normal range, 6 to <780 ng/mL). 

A biopsy specimen from the lips showed minimal dermatitis. 
The North American Standard Patch Test series was negative. 
However, her reaction to plastic scrapings from her metaprotere- 
nol sulfate nebulizer was positive. Subsequently, we diseovered 
that the patient had smeared foreign material on her patch test 
site and also on her crusted lips. A psychiatric consultant thought 
that she had a depressive disorder with somatization related to 
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Fig 4.—Yellow keratotic crusting of lips (case 4). 


conflict over dependence and adolescent individuation. Results of 
the MMPI indicated a person with a poor self-concept, depression, 
and hypersensitivity to the opinions of others. 

The lips were treated with saline compresses to remove the 
crusts and the patient was subsequently discharged from the 
hospital. 

At a follow-up examination in May 1977, the patient’s lips were 
normal. When she was retested with the North American Stan- 
dard Patch Test series, it was negative. A repeated patch test to 
her nebulizer was also negative. The patient continues to undergo 
psychotherapy as an outpatient. 

CASE 3.—A 43-year-old woman was first seen by us on Aug 20, 
1970, with a complaint of an eruption of the vermilion border of 
the lower lip for the past 4% years. 

The onset of the lip lesions had coincided with the death of her 
mother and her father’s remarriage three months later. Her 
history indicated that she had been divorced 1% years earlier, had 
not assumed any responsibility for her three children, and had 
been completely supported financially by her father. 

She denied having any photosensitivity and gave no informa- 
tion pertinent to a possible diagnosis of contact cheilitis. Treat- 
ment elsewhere, with topically administered 1% hydrocortisone 
cream, yielded no improvement. She denied picking or manipulat- 
ing her lips. On examination, there was thick, yellow crusting of 
the vermilion border, worse on the lower lip (Fig 3). Further 
observation indicated that the patient had poor oral hygiene and 
would not use her lower lip in a normal fashion. She would 
mouth open and proteude her lower lip, an action that 
lip to dry. She seemed to be purposely neglecting th care ( 
lips. After application of tap water compresses, the 
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removed manually. The underlying vermilion surface appeared to 
be normal. 

She was hospitalized in the adult psychiatry unit for seven 
weeks. During that time, she exhibited an abnormal obsession 
with the appearance and care of the lip crusts. She would spend 
hours in front of a mirror picking and touching the crusts on her 
lips. Although she would talk of nothing but her lips during 
psychotherapy sessions, she continued to deny any emotional 
problems. The opinion of the psychiatrist was that the patient had 
a passive-aggressive personality with hysterical traits, obsessional 
reaction, and mild psychoneurotic depression. 

During her hospitalization, results of the following laboratory 
studies were negative or normal: CBC count, thyroid function, 
urine porphyrins, prothrombin time, partial thromboplastin time, 
urinalysis, platelet count, serum chemistry profile, serum protein 
electrophoresis, immunoglobulins, and VDRL. Candida tropicalis 
grew from a specimen from the lower lip, but this was thought to 
be a secondary pathogen. 

- Local treatment with the use of nystatin cream and tap water 
compresses produced minimal improvement. Her mental status 
improved with the use of amitriptyline hydrochloride and with 
inpatient psychotherapy. The patient’s lips looked normal at the 
time of her discharge from the hospital. They remained free of 
crusts for six months. A follow-up examination one year later, 
however, showed recurrent crusting and cracking of the lower lip. 
She again denied picking or manipulating her lips. She refused 
further inpatient psychotherapy. 

Case 4.—A 31-year-old woman was seen by us in September 1976 
with a 2-year history of recurrent crusting and scaling of the lips, 
the lower lip being more involved than the upper. She denied 
traumatizing her lips but admitted to being rather nervous and 
tense. On examination, there were crusting and scaling of the 
exposed vermilion border (Fig 4). Laboratory study values, includ- 
ing CBCs, serum chemistry profile, and urinalysis, were negative 
or normal. Patch tests to dental material, various toothpaste 
flavorings, and chewing gum were negative. Results of a lip biopsy 
were nonspecific. Direct and indirect immunofluorescence micros- 
copy was negative. A few yeast colonies grew from cultures of the 
lip. crusts. 

Results of the MMPI showed a person who tended to minimize 
faults in herself and in her family and who was dependent and 
submissive. 

No definitive therapy was recommended. 

The final clinical impression was that the patient was conscious- 
ly or unconsciously producing the crusting by biting or picking her 
lips. 


COMMENT 


Factitious crusting of the lips is a rare but dramatic 
problem. We identified our cases as factitious because of 
the bizarre clinical presentations, the history of emotional 
lability, the nonspecific lip biopsy specimens, and the 
exclusion of other possible diagnoses. One patient actually 
admitted producing her lesions. 
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Two of the patients had hemorrhagic crusting of the lips 
produced presumably by biting or picking. The other two 
had a buildup of yellow crusts produced by excessive drying 
or by continual licking or biting. The underlying vermilion 
surface was essentially normal in all of the patients. All of 
the patients had personality abnormalities, and three of 
them exhibited abnormal dependency in their social and 
family relationships. 

A differential diagnosis of factitious crusting of the lips 
would include actinie dermatitis and contact dermatitis. 
These may be differentiated on the basis of history, clinical 
appearance, appropriate patch testing, and histopathologic 
analysis, As suggested in case 2, however, the contact 
sensitization reaction itself may be factitious, in addition 
to the factitious crusting of the lips. 

Cheilitis glandularis can be excluded as a possibility 
because of the absence of palpably enlarged mucous glands 
and the lack of glandular distention in the biopsy speci- 
men; cheilitis granulomatosa can be excluded because of 
the absence of macrocheilia and the absence of granulomas 
in the biopsy specimen. 

Candida cheilitis is a well-recognized entity and may 
strongly resemble factitious cheilitis. Yeasts are often 
secondary pathogens in chronic lip lesions, especially when 
the lips are bathed in moisture by constant licking or 
biting. Considerable improvement can be expected with 
antimonilial therapy, however. 

Exfoliative cheilitis is an entity that also may occur in 
young women with emotional disturbances. The initial 
symptom is superficial scaling of the lips, and the patho- 
genesis is obscure. 

We suspect that many cases of exfoliative cheilitis are 
simply factitious in nature. We believe that many crusted 
and scaling lesions of the lips are labeled as exfoliative 
cheilitis because of a reluctance to pursue a psychiatric 
diagnosis. 

Factitious cheilitis should be considered when unusual 
hemorrhagic or keratotic crusting of the lips is present, 
when the cause cannot be readily identified, and when 
deliberate or unconscious manipulation of the lips is sus- 
pected. 


Nonproprietary Names and Trademarks of Drugs 


Amitriptyline hydrochloride—A mavil, Amitid, Amitril, Elavil, 
Endep. 
Metaproterenol sulfate—Alupent, Metaprel. 
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Tropical Rat Mite Dermatitis 


Report of Six Cases and Review of Other Mite Infestations 


Jerold Theis, DVM; Michel M. Lavoipierre, MB; Robert LaPerriere, MD; Harvey Kroese, MD 


è Six cases of tropical rat mite (Ornithonyssus bacoti) derma- 
titis are presented. The patients experienced papular urticaria, 
and mites were found on and identified in several of the patients. 
The presence of rodents in or around the home was confirmed in 
most cases. The role of other parasitic mites found on bats, 
birds, and snakes is reviewed. The importance of obtaining a 
history of rodent activity or exposure to other animals is empha- 
sized when considering the cause of arthropod bites. 

(Arch Dermatol 1981;117:341-343) 


jb here are many mite species (normally found on other 
animals and/or in their nests) that can feed on man, 
with the production of skin reactions. The lesions often 
appear as papular urticaria. Pruritus is usually associated 
with the bites. The location of the bites may vary. The neck 
and shoulders are often involved. However, bites may occur 
under the arms and around the waist. These have been 
misdiagnosed as heat rash. 

This report deals with six cases of tropical rat mite 
infestation that occurred in the Sacramento, Calif, area. 


REPORT OF CASES 


CASE 1.—A 15-month-old girl was allowed to play on the patio of 
her parents' well-kept home and was first noticed to be experienc- 
ing discomfort with pruritus while sitting near the back doorstep 
to the house. On examining the child that evening, the mother 
found erythematous papules on the child's shoulders, near the nape 
of her neck, and on her abdomen and back (Fig 1 and 2). The 
patient was taken to a dermatologist who suspected that the 
lesions were bites of some kind, but no specific arthropod could be 
incriminated. The child continued w suffer from bites when she 
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played on the patio. On one occasion, the mother found a mite 
crawling on her daughter. This was identified as Ornithonyssus 
bacoti. Shortly after this we received a call from the mother that 
one of her two cats had left a dead mouse on the patio. When we 
examined the rodent we found large numbers of mites crawling on 
the dead mouse and around the patio near the carcass. They were 
subsequently identified as O bacoti. A veterinarian shaved most of 
the fur off of the cats at the owner's request. Both cats died about 
ten days later. They were disposed of without an autopsy being 
performed, so that the possibility of some disease transmission by 
the mites to the cats cannot be evaluated. No illness developed in 
the child. The patio and surrounding area were sprayed with an 
insecticide (lindane) by a pest control firm and the mite problem 
disappeared. Neither the father or mother of the child was bitten 
by the mites. 

CASE 2.— A 29-year-old woman was seen by a dermatologist with 
the complaint of a rash. Her condition was diagnosed as papular 
urticaria. Mites were found on her and on her clothing. These were 
identified as O bacoti. Rat droppings were found under the 
dishwasher and in the heater closet of her home. Two dead rats 
were found, one in the swimming pool sweeper and one in the 
yard. The patient was effectively treated with lindane, and an 
exterminator service was called to spray the premises. 

CASE 3.—A 64-year-old woman was seen with the complaint of 
itehing and papular urticaria on her neck and shoulders. The 
physician discovered mites, which were identified as O bacoti. The 
patient was treated with lindane. No rodents were found in or 
around the home. 

CasE 4.—This 68-year-old woman had papular urticaria of two 
months’ duration on her arms and legs. Mites were found on her 
and identified as O bacoti. No rodents were found around her 
home. The patient was successfully treated with lindane. 

Cases 5 and 6.—Two brothers (one 10 months old, the other 6 
years old) had a dermatitis for about one month. Their lesions 
were excoriated papules with occasional vesicles on the neck, 
shoulders, and back. Mites (O bacoti) were found on the younger 
boy but not on the older. The home was near an open field and 
rodents had been seen on the property. The boys were successfully 
treated with lindane. It was recommended that pest control 
measures around the home be considered. 


COMMENT 


The tropical rat mite (O bacoti) is worldwide in its 
distribution. Nadchatram and Ramalingham:? recorded the 
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Fig 1.—Cluster of papular lesions on right shoulder of patient 1. 


first authentic report of O bacoti biting humans in Malay- 
sia. The mites had infested rats (Rattus rattus) in the 
ceiling space above the desk of one of the authors and were 
dropping down onto his skin surface. In addition, many 
mites were recovered from the table and bookshelves in his 
office. The bites were first noticed as slight reddish 
swellings in the region of the chest and neck. During a 
48-hour period, they became deeply erythematous, notably 
edematous, and pruritic. The swelling and redness sub- 
sided only after seven to eight days. 

Keh’ has discussed important epidemiologic aspects of 
human involvement with O bacoti, along with survey 
procedures designed to determine whether homes or 
offices are infested with mites. Ornithonyssus bacoti 
occurs in many countries, both tropical and temperate. In 
this country it has been found in at least 36 states. 
Typically, humans are bitten when the normal rodent host 
is no longer available, either because it has died or because 
it has been driven out of the building. Since these mites do 
not remain permanently on the rodent host, they are 
readily left behind in the nest of the rodent or in the 
runways used by them. The mite is capable of traveling on 
its own for some distance in search of a host to feed on, 
and, hence, even adjacent buildings may be the source of 
mites that attack people in otherwise uninfested premises. 
The bites may occur on any part of the body and usually 
appear as small urticarial papules, which may be clus- 
tered. 

Ebeling* has pointed out that O bacoti and other mites 
and insects that may infest houses from time to time may 
be successfully controlled by the use of a fluoridated silica 
aerogel dust. This is blown into attics and under houses 
with a crawl space at the rate of 0.45 kg/9,090 sq m of floor 
area. The silica aerogel does not depend on toxic action for 
its effect nor is it subject to chemical decomposition, so its 
effectiveness is greatly prolonged. 

All of the cases of mite bites from O bacoti reported 
herein occurred in the spring, as have about 90% of the 
other cases reported. As indicated by our patients, all ages 
may be affected. 

To avoid misdiagnosis, a careful history should be taken 
to determine the possibility of rodents living on or near the 
patient’s premises. Rattus rattus, the roof rat, is an 
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Fig 2.—Cluster of papular lesions of varying size on lateral aspect 
of lower part of back in patient 1. 


excellent host for O bacoti and not infrequently inhabits 
the attics of homes. Well-landscaped areas with trees, 
ornamental shrubs, and ivy-covered: walls also provide 
excellent cover and overhead passageways for the roof rat 
to move into the atties of houses. Not uncommonly, the 
patient is unaware that his house is infested. If the 
physician suspects rat mite dermatitis, he should suggest 
to the patient that a professional rodent control agency 
examine the premises for evidence of rodent nests. 

Although rat mites may feed in large numbers on 
humans, they will not remain permanently on the patient, 
so an examination in the physician's office may fail to 
reveal them. The patient should be informed that when rat 
mites feed there is a slight pricking sensation and if one 
then immediately examines the area of the body involved, 
mites will usually be discovered, since they are visible to 
the unaided eye. 

These mites may also be found on domestic pets, but O 
bacoti will not colonize pet fur. It was unnecessary to shave 
the eats belonging to the family of patient 1 since a simple 
bath with warm water and soap would have removed the 
mites. However, in all eases of human and pet infestation, 
the rodents and rodent nests must be eliminated.* 

Identification of O bacoti requires the specialized ability 
of an entomologic taxonomist. Such specialists prefer to 
prepare the specimens for examination themselves. 
Patients should be supplied with a screw-cap vial contain- 
ing a mixture of 70% ethyl alcohol and 5% glycerin by 
volume and instructed to place any mites found in the vial. 
The physician should then send the vial with a pertinent 
history to a reliable mite taxonomist at a governmental or 
academic entomologic laboratory or museum. 

In addition to O bacoti, there are other mites parasitic on 
pets or on animals that may nest or roost in houses. Keh* 
reported a case involving an 18-month-old boy living in a 
house infested by bats. Neither the parents nor an older 
male child living in the house complained of bites. There 
was a large population of Brazilian free-tailed bats living 
in the walls of the home, and numerous mites, Chiroptonys- 
sus robustipes, were found in the area where the younger 
boy was bathed. Elimination of the bats and a change in 
the child's bathing place terminated the appearance of new 
lesions. 
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Schultz’ reported, the snake mite, Ophionyssus natricis, 
as a cause of papular eruptions in several members of a 
family that kept a pet python. The five-month history of 
the appearance of pruritic lesions on the skin of the 
humans began shortly after acquisition of the pet snake. 
The patients had noticed these mites fixed to their skin as 
well as to the python’s. These mites also were found in a 
chair that the phython frequented. The children, who had 
closer contact with the snake than the mother, had lesions 
over many areas of their bodies while the lesions on the 
mother were confined to her forearms. Treatment of the 
snake and its cage and chair with pyrethrum apparently 
eliminated the mites, and there were no further complaints 
from the family. 

Fox' reported that the tropical fowl mite, O bursa, 
attacked humans on the maintenance docks at an Air Force 
base in Puerto Rico. Of the ten persons that reported mites 
on themselves, at least one was bitten but a severe reaction 
did not develop. The infestation was traced to the Puerto 
Rican grackle, a bird, when a nestling was found heavily 
parasitized by the mites. Lodha’ has reported the infesta- 
tion of a boy in Rajasthan, India, with O bursa. The mites 
were found in the boy's axillae and groin, where they 


caused a rash and intense pruritus. A bird nest containing. 
two young house sparrows, Passer domestica, was found in 
the boy's room. The young birds were heavily infested with — 
mites. During the process of examining the young birds, - 


mites crawled onto the hands of Lodha and moved up to the 
axillary region, where they started to bite. Lodha 
remarked that the bite was a sharp, painful sensation, and 
the bitten areas itched for a long time. Cameron" provides 
an excellent account of certain aspects of the biology of the 
northern fowl mite, O sylviarum. He also mentioned 
instances in which both O sylviarwm and O bursa attacked 
humans with the production of intense itching. The extent 
to which O sylviarum can infest houses as a result of bird 
nests being built near windows or in the eaves of houses is 


evident from the article by Tarshis." The author cites four - 


cases of house infestation both outside and inside the house 
and discusses means of control. 


Nonproprietary Name and Trademark of Drug 


Lindane- Kwell. 
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Case Reports 


Photoallergie Contact Dermatitis 


to Musk Ambrette 


Histopathologic Features of Photobiologic Reactions Observed 


in a Persistent Light Reactor 


Vincent J. Giovinazzo, MD; Leonard C. Harber, MD; David R. Bickers, MD; Robert B. Armstrong, MD; David N. Silvers, MD 


e Studies concerning a patient with contact photosensitivity to 
musk ambrette, a commonly used fragrance, are reported. The 
patient had a persistent light reaction. The patient’s history, 
clinical appearance, and phototest and photopatch test results 
are described. The observed patterns of these were identical to 
those previously noted in patients who had persistent light 
reactions after exposure to other photosensitizers such as the 
halogenated salicylanilides. The histopathologic findings in the 
phototest and photopatch test sites were those of an acute 
spongiotic dermatitis. No abnormal change was seen with 
ultraviolet A radiation exposure alone. 

(Arch Dermatol 1981;117:344-348) 


he most serious complication of photoallergie contact 

dermatitis is the persistent light reaction. This is a 
state of photosensitivity that has both a readily identifi- 
able clinical picture and a reproducible pattern of response 
after exposure to ultraviolet (UV) energy. Important clin- 
ical findings in patients with this disorder include a history 
of photosensitivity that persists for months to years 
despite cessation of exposure to known photosensitizing 
chemicals. Morphologically, the patients’ conditions are 
characterized by a chronic, lichenified pruritic dermatitis 
on light-exposed areas. Further diagnostic criteria 
included photopatch tests showing positive results to 
known photoallergic compounds and phototest findings 
indicating a notably lowered minimal erythemal dose 
(MErD) to midrange UV energy (UV-B, 280 to 310 nm). 
The histologic relationships between the clinical lesions, 
positive photopatch tests, and positive phototests have not 
been clearly defined. 

This report will present histologic findings in a patient 
with a persistent light reaction to musk ambrette, a 
commonly used fragrance and a recently identified photo- 
sensitizer."' Three major questions concerning patients 
with persistent light reactivity disorders will be addressed. 
(1) Is the known decrease in the MErD threshold, which is 
characteristic of persistent light reactions, an exaggerated 
“sunburn reaction” or a specific pathologie disorder com- 
mon to patients with this disorder? (2) Do biopsy specimens 
obtained from these patients show distinctive histologic 
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changes in the clinically involved sites, in phototest, or in 
photopatch test sites? (3) What implications do such histo- 
pathologic findings have for the pathogenesis of persistent 
light reactivity? 


REPORT OF A CASE 


A 66-year-old man was referred to the Dermatology Service of 
the Columbia-Presbyterian Medical Center for evaluation of a 
chronic dermatitis of unknown cause. The patient’s history showed 
an extremely pruritic eruption aggravated by both sunlight and 
fluorescent light. The onset of this condition had been approxi- 
mately seven years earlier. The patient denied exposure to contact 
with perfumes or colognes for the previous three years. 

Physical examination showed a scaling, lichenified dermatitis 
on the scalp, "V" of the neck, nuchal region, and extensor surfaces 
of the forearms. The dorsa of the hands also exhibited this 
lichenified dermatitis associated with prominent fissuring and 
crusting. 


MATERIALS AND METHODS 


Photopatch tests using standard photosensitizers were per- 
formed according to techniques described by the International and 
North American Contact Dermatitis Group,^* and 3-mm punch 
biopsy specimens were obtained from the patient at positive sites. 
The UV-A energy used in photopatch testing was administered 
from a bank of blacklight fluorescent tubes. 

Phototests were performed with UV-B radiation using a bank of 
sunlamp fluorescent tubes as an energy source emitting wave- 
lengths preponderantly in the 280- to 320-nm range. Radiation, 
ranging from 6.8 to 69.1 mjoule/sq cm, was administered to six 
sites in the gluteal area. Each test square (2.5 x 2.5 cm) received 
one of the doses of radiation (Table 1). Twenty-four hours later, 
the tests were interpreted, and 3-mm skin (punch) biopsy speci- 
mens were obtained from one or more of the irradiated sites. Skin 
specimens were fixed in a 10% formaldehyde solution for 12 hours 


Table 1.—Phototest Technique to 
Determine Minimal Erythemal Dose 





*Fluorescent tubes were used. 

tLower doses were administered as needed to define the threshold for 
ultraviolet B light erythema. Thirty seconds approximates 0.15 to 0.25 
erythemal doses in the untanned gluteal area of type III individual. 

[Light intensity measured using radiometer with SEE 240 detector and 
ultraviolet B light filter (half-power points, 275 to 303 nm). 
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Photopatch Testing 
Musk ambrette 100 
Musk ambreite 
Musk ambrette 
Tetrachlorocarbanilide 
3'5'Dibromasalicylanilide 
4'5'Dibromasalicylanilide 
Bithionol 
Tribromosalan 
Sandalwood oil 
Chloro-2-phenylphenol 
Fluorosalan 
Hexachlorophene 
Aminobenzoic acid 
6-Methyl coumarin 
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*Ninety-six-hour evaluation. 
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sis, prominent acanthosis, hyperkeratosis, and thickened colla- 
gen bundles in papillary dermis oriented perpendicular to overly- 
ing epidermis. Perivascular mononuclear cell infiltrate is present 
in dermis. These are histopathologic features of lichen simplex 
chronicus (hematoxylin-eosin, x 120). 


before sectioning and were then stained with hematoxylin- 
eosin. 

A volunteer control subject with no known cutaneous photosen- 
sitivity also received radiation exposure to six sites in the gluteal 
area from the same UV-B energy source. Biopsy specimens also 
were obtained from these sites 24 hours after exposure to UV-B 
light and processed identically to those of the patient. 


RESULTS 


Photopatch Test.—A positive photopatch test (8+) to 
musk ambrette in petrolatum was obtained. No reaction 
was observed to other photopatch materials (Table 2). 
Results of unaffected skin irradiated with UV-A light (2.3 
joule/sq em) and unaffected skin sites, to which musk 
ambrette was applied but to which no light was adminis- 
tered, were both negative. 

Phototest.—The patient had an erythematous response 
with minimal edema after receiving 1 mjoule/sq cm of 
UV-B radiation. No vesiculation was observed at this site. 
This is approximately 5% of the MErD (20 to 40 mjoule/sq 
em) found in normal persons with type III skin tested in 
our photobiology unit with this light source as calibrated 
with this photometer (Table 1). 

' Biochemical Test.—Urine, plasma, and RBC porphyrin 
levels were determined according to established proce- 
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Table 2.—Photopatch Tests* ' 


Concentration 
in Petrolatum, 9o 


No Light Ultraviolet A Light 
0 8+ 
0 3+ 
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Fig 2.—Higher magnification of infiltrate shown in Fig 1. No 
atypical mononuclear cells are present (hematoxylin-eosin, 
x 320). 


dures.'^ The total urinary porphyrin excretion value was 25 
ug /24 hr (normal, < 100 pg /24 hr), plasma porphyrin levels 
were 1.5 ug/dL (normal, < 2.0 ug/dL), and RBC protopor- 
phyrin level was 21 ug/dL (normal, < 35 pg/dL). 
Histopathological Features of Clinically Involved Skin From 
Light-Exposed Areas.—Biopsy specimens of affected skin 
sites from the ‘nuchal region and dorsum of the hand 
showed similar histologic changes (Fig 1 and 2). The 
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Fig 3.—Biopsy results of positive photopatch test (3+) to musk 
ambrette. There is extensive spongiosis and area of impetiginiza- 
tion within epidermis. Dense perivascular mononuclear cell infil- 
trate is present in dermis (hematoxylin-eosin, x 130). 





Fig 4.—Higher magnification of Fig 3. Epidermis demonstrates 
spongiosis as well as intracellular edema of keratinocytes (hema- 
toxylin-eosin, x 475). 





Fig 6.—Biopsy results of clinically uninvolved gluteal skin of 
persistent light reactor irradiated with dose of ultraviolet B light 





Fig 5.—Biopsy results of clinically uninvolved gluteal skin of sufficient to produce erythema in normal controls (69.1 mjoule/sq 

persistent light reactor irradiated with suberythemal dose of cm). Necrotic keratinocytes reflecting ‘sunburn reaction" are 

ultraviolet B light (6.8 mjoule/sq cm). Histopathologic changes superimposed on eczematous reaction (hematoxylin-eosin, 

are similar to those seen in Fig 4 (hematoxylin-eosin, x 475). x 130). 

epidermis was notably acanthotic. There was overlying lar ectasia, and a perivascular infiltration of mononuclear 

orthoparakeratosis and focal parakeratosis. Focal spongio- cells was noted within the dermis. 

sis was present with minimal intracellular edema. The Histopathologic Features of Positive Photopatch Tests to 

connective tissue in the papillary dermis was thiekened and Musk Ambrette.-The epidermis showed mild acanthosis 

oriented perpendicular to the epidermis. There was vascu- and diffuse spongiosis (Fig 3 and 4). There was prominent , 
ee e 
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Fig 7.—Higher magnification of epidermis shown in Fig 6. Necrotic 
keratinocytes (arrows) are scattered throughout upper portion of 
stratum Malpighi (hematoxylin-eosin, x 475). 


intracellular edema. No hyperkeratosis, dyskeratosis, or 
cell necrosis was seen. Within the upper dermis, there was 
a perivascular infiltration of mononuclear cells and scat- 
tered eosinophils. Atypical mononuclear cells were not 
seen. 

Histopathologic Features of MErD Test Sites Exposed to 
UV-B Light.-The - histologic changes of the normal- 
appearing gluteal skin sites exposed to minute amounts of 
UV-B light in the photosensitive patient showed eczema- 
tous changes similar to those noted in the positive photo- 
patch test site, but they were less severe. Spongiosis, 
intracellular edema, and a perivascular infiltration of 
mononuclear cells were found in the dermis at sites 
exposed to suberythemal doses of UV-B light (3.4 to 17.3 
mjoule/sq cm) (Fig 5). In test sites where exposure to 
UV-B light exceeded 23 mjoule/sq em, neerotie keratino- 
cytes were detected in the epidermis (Fig 6 and 7). This 
seemed to represent the superimposition of a "normal 
sunburn" reaction, as described by Daniels et al, on the 
underlying spongiotie changes of a photoallergic contact 
dermatitis. Morphologically, graduated increases of ery- 
thema and edema were seen at these sites after exposure 
to increasing amounts of UV-B light. Vesicles were noted 
at 69.1 mjoule/sq cm, the highest dose of UV-B light 
administered to the patient. 

A biopsy specimen obtained from a control subject 
without photosensitivity and exposed to suberythemal 
doses of UV-B light (30 s = 6.8 mjoule/sq cm) showed a 
normal epidermis (Fig 8). 


COMMENT 


The diagnosis of a persistent light reaction frequently 
has been made using only clinical data. In addition to the 
recognition of the clinical findings of a photodermatitis, 
the evidence of a positive photopatch test as well as a 
reduced erythemal threshold to UV-B radiation now serve 
as more precise criteria for an accurate diagnosis. Howev- 
er, their diagnostic importance has placed insufficient 
stress on the histologic features of the clinical lesions, the 
positive photopatch test, and particularly, the positive 
phototest in these patients. | 

The clinieally involved skin of our patient showed the 
histologic features of lichen simplex chronicus—hyperkera- 

.tosis, acanthosis, and thickened collagen bundles oriented 
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Fig 8.—Biopsy results from normal volunteer exposed to subery- 
themal dose of ultraviolet B light (6.8 mjoule/sq cm). In contrast 


to Fig 5, epidermis is normal and dermis is 


virtually free of 
inflammatory cells (hematoxylin-eosin, x 240). | 


perpendicular to the overlying epidermis. These findings 
substantiate the history that the affected skin sites were 
pruritic and were, therefore, "rubbed." Dermal infiltration 
of mononuclear cells also was noted. A specific effort was 
made to study the morphologie appearance of these infil- 
trated cells, because cells suggestive of a lymphoma have 
been reported in patients with the persistent photosensi- 
tivity disorder termed “actinic retieuloid."»:* No atypical 
cells were seen. 

Microscopic findings in the photopatch test site were 
those of a spongiotic dermatitis. However, these changes 
would not be expected in the involved skin of a patient with 
chronic, persistent light reactions, because, at the time of 
diagnosis, the disease is of long duration with repeated 
exacerbations. The acute phase of the photopatch test is 
similar to the “ordinary” patch test findings in patients 
with contact allergy to nickel, urushiol, or dinitrochloroben- 
zene. Additionally, the histopathologic photopatch test 
findings in patients photosensitive to musk ambrette are 
identical with those of photopatch test sites in patients 
with photoallergie reactions to chlorpromazine" or halo- 
genated salicylanilides.'* These are all spongiotic reactions, 
indistinguishable from each other. 

The histopathologie features of the response to an MErD 
of UV-B light in nonallergic persons and the response to a 
reduced MErD in patients with persistent light reactions 
display important differences. The response to an MErD in 
a nonallergic person is a typical sunburn reaction charac- 
terized by the presence of necrotic keratinocytes in the 
epidermis.*'* The erythema produced by minute amounts 
of UV-B radiation exposure in a patient with a persistent 
light reaction is not associated with the appearance of 
necrotic keratinocytes in the epidermis. Spongiosis and 
intracellular edema are the preponderant epidermal fea- 
tures. If the amount of radiation exposure is increased 
sufficiently to produce erythema in normal skin, the 
histopathologic changes of a sunburn reaction are supertm- 
posed on the existing spongiotic dermatitis. Although the 
threshold for minimal erythema in a patient with persis- 
tent light reactions is decreased, the threshold for a 


sunburn reaction, as evaluated histologically, remained - 


normal in this patient who has persistent light reactions. 
The eczematous response observed after suberythemal 
doses of UV-B light alone also is similar to the positive 
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Table 3.—Comparison of Phototest and Photopatch Tests in 
Persistent and Transient Light Reactors* 


Abnormal 
Response to 
UV-B Light 


Photopatch Test 
With Chemical 
and UV-A Light 


Persistence of 


Reaction Photosensitivity 





Table 4.—Histopathologic Comparison of Phototest, 
Photopatch Test, and Clinical Lesions in 
Transient and Persistent Light Reactions 


Light Reactions 


——— N, 


Transient Persistent 


Normal: necrotic Abnormal: spongiotic 
keratinocytes at dermatitis at sub- 
normal MErD MErD dose; ne- 
dose crotic keratino- 
cytes only at or 
above normal 
MErD dose 

Spongiotic dermatitis 

similar to regular similar to regular 

patch test patch test ! 


Clinical Acute eczematous Acute and chronic 
lesion dermatitis dermatitis 


*Using minimal erythemal dose (MErD) of ultraviolet B light. 
tUsing ultraviolet A light plus chemical. 


Phototest* 





Photopatch 
test} 


Spongiotic dermatitis 





photopatch test obtained with UV-A tests. The histopatho- 
logic features of the response to UV-B light in persistent 
light reactions secondary to musk ambrette resemble those 
seen in patients who have persistent light reactions to the 
halogenated salicylanilides.'^ | 

During the early 1960s, Wilkinson," Epstein," Sidi et 
al, Harber et al,'’ and others?" introduced diverse nomen- 
clatures to describe the clinical reactions observed in 
patients with contact photosensitivity reaction disorders to 
the halogenated salicylanilides. Jillson and Baughman” 
divided these patients into two groups. The first group was 
termed “transient contact reactors”; most of the patients 
were in this group. Once a diagnosis of photosensitivity 
was confirmed and contact with the photosensitizer 
avoided, the patients' conditions improved rapidly, and the 
patients subsequently were able to tolerate light exposure 
without diffieulty. The transient contact reactors had a 
normal skin response to UV-B radiation exposure. The 
second group was called "persistent light reactors" as 
described by Wilkinson.^ These persons were few in 
number and often were totally disabled by their disease. 
Although these patients also were photoallergic, as con- 
firmed by positive photopatch tests with UV-A light, their 
normal-appearing skin demonstrated a lower threshold of 
erythema to UV-B light. The photosensitivity persisted for 
many years despite no further apparent contact with the 
photosensitizer. The similarities and differences noted 
between the transient and persistent groups are summa- 
rized in Table 3. 

The diagnosis of persistent light reaction disorder has 
been based on the clinieal appearance of the patient and on 
the results of phototests and photopatch tests. Our findings 
indicate that histopathologie examination of the clinically 
involved skin and the normal-appeariag skin sites that 
were phototested are important adjuncts in diagnosing 
transient and persistent light reactions. A histopathologic 
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comparison of these two groups is noted in Table 4. 
Chronie photosensitivity in persistent light reactions, 
even after exposure to exogenous photosensitizers has 
ceased, is still an unexplained phenomenon. Minute 
amounts of UV-B energy in our patient produced a spon- 
giotie dermatitis similar to that of contact sensitivity. A 
similar mechanism of delayed hypersensitivity in persis- 
tent light reaction may be responsible for this eczematous 
response. One hypothesis, attractive to us, is that the 
patient has actually become autophotosensitized to his 
carrier protein, which absorbs photons in the UV-B light 
range, thereby producing erythema morphologically and a 
spongiotic response histologically. Further experimenta- 
tion is needed to determine the mechanism of chronic 
photosensitivity in persons who have persistent light reac- 
tions. | 


This investigation was supported by Public Health research grant ES0104 
from the National Institutes of Environmental Health Sciences, grant 
RES-1900 from the General Cancer Research Center, grant RRD0645 from 
the National Institutes of Health, and Shiseido Co, Ltd, Tokyo. 


Nonproprietary Names and Trademarks of Drugs 


Chlorpromazine— Chlor-Pz, Cromedizine, Psychozine, Thorazine. 
Fluorosalan— Fluorophene. 


References 


1. Raugi GJ, Storrs FJ: Photosensitivity from men's colognes. Arch 
Dermatol 1979;115:106. 

2. Raugi GJ, Storrs FJ, Larsen WG: Photoallergic contact dermatitis to 
men’s perfume. Contact Dermatitis 1979;5:251-260. 

3. Krohn S: Musk ambrette, a new cosmetic sensitizer and photosensitiz- 
er. Contact Dermatitis 1979;5:337-338. — 

4, Giovinazzo VJ, Harber LC, Armstrong RB, et al: Photoallergic contact 
dermatitis to musk ambrette: Clinical report of two patients with persistent 
light reactor patterns. J Am Acad Dermatol 1980;3:384-392. 

5. Wilkinson DS, Fregert S, Magnusson B, et al: Terminology of contact 
dermatitis. Acta Derm Venereol 1979;50:287-292. 

6. Harber LC, Baer RL, Bickers DR: Techniques of evaluation of photo- 
toxicity and photoallergy in biologic systems, including man, with particular 
emphasis on immunologic aspects, in Pathak MA, Harber LC, Seiji M, et al 
(eds): Sunlight and Man: Normal and Abnormal Photobiologie Responses. 
Tokyo, University of Tokyo Press, 1974, pp 515-528. 

7. Rimington C: Quantitative Determination of Porphobilinogen and 
Porphyrins in Urine and Porphyrins in Faeces and Erythrocytes, No. 70, 
Association of Clinical Pathology Broadsheet. Oxford, England, Blackwell 
Scientific Publications, 1971. . 

8. Poh-Fitzpatrick MB, Lamola AA: Direct spectrofluorometry of diluted 
erythrocytes in plasma: A rapid diagnostic method in primary and second- 
ary porphyrinemias. J Lab Clin Med 1976;87:362-370. 

9. Daniels F Jr, Brophy D, Lobitz WC Jr: Histochemical responses to 
human skin following ultraviolet radiation. J Invest Dermatol 1967;87:351- 
357. ; 

- 10. Ive FA, Magnus IA, Warin RP, et al: Actinic reticuloid: A chronic 
dermatitis associated with severe photosensitivity and the histologic resem- 
blance to lymphoma. Br J Dermatol 1969;81:469-485. 

11. Johnson SC, Cripps DJ, Norback DN: Actinic reticuloid: A clinical, 
pathologie, and action spectrum study. Arch Dermatol 1979;115:1078- 1083. 

12. Epstein S: Chlorpromazine photosensitivity. Arch Dermatol 
1968;98:354-363. 

13. Willis I, Kligman AM: The mechanism of photoallergic contact 
dermatitis. J Invest Dermatol 1968;51:378-384. 

14. Stein WK, Urbach F: The diagnostic significance of the minimal 
erythema dose. Arch Dermatol 1972;105:387-393. 

15. Epstein JH, Wuepper KD, Maibach HI: Photocontact dermatitis to 
halogenated salicylanilides and related compounds: A clinical and histologi- 
cal review of 26 patients. Arch Dermatol 1968;97:236-244. 

16. Wilkinson DS: Patch test reaction to certain halogenated salicylani- 
lides and related compounds. Br J Dermatol 1962;14:302-306. 

17. Epstein S: Allergic photocontact dermatitis from promethazine 
(Phenergan). Arch Dermatol 1960;81:175-180. 

18. Sidi E, Hincky M, Gervais M: Allergic sensitization and photosensiti- 
zation to Phenergan cream. J Invest Dermatol 1955;24:345-352.. 

19. Harber LC, Targovnik SE, Baer RL: Contact photosensitivity pat- 
terns to halogenated salicylanilides: In man and guinea pigs. Arch Dermatol 


1967;96:646-656. . 
20. Jillson OF, Baughman RD: Contact photodermatitis from bithionol. 
Arch Dermatol 1963;88:409-416. ° 


Photoallergic Contact Dermatitis—Giovinazzp et.al 


Chronic Bullous Disease With Coexistent 
Circulating IgG and IgA Anti-Basement 


Membrane Zone Antibodies 


Sachiko Miyagawa, MD; Yasuo Kiriyama, MD; Toshihiko Shirai, MD; Hideo Ohi, MD; Kuniki Sakamoto, MD 


* Coexistent circulating IgG and IgA anti-basement mem- 
brane zone (BMZ) antibodies were demonstrated in a patient 
with chronic bullous disease. Direct immunofluorescence 
microscopy showed IgG, IgA, and C3 deposits in a linear pattern 
at the BMZ in the patient's uninvolved skin. Ultrastructurally, the 
bulla was formed beneath the basal lamina as in dermatitis 
herpetiformis. This investigation might provide evidence for the 
immunologic overlap of bullous pemphigoid and dermatitis 
herpetiformis. 

(Arch Dermatol 1981;11 7:349-353) 


T he distinction between bullous pemphigoid and derma- 
titis herpetiformis is easily determined in most cases. 
However, there are atypical cases that share features of 
both diseases.'? Recent advances in immunofluorescence 
microscopy diagnosis have provided great progress in the 
diagnostic classifications of these two diseases. The condi- 
tions of patients with bullous pemphigoid show specific 
deposition of IgG, as well as components of complement at 
the dermal-epidermal junction** and demonstrate circulat- 
ing IgG anti-basement membrane zone (BMZ) antibodies. 
The skin of patients with dermatitis herpetiformis has 
granular IgA deposits in the dermal papillae. A small 
percentage of patients with dermatitis herpetiformis have 
linear band-like IgA deposits at the BMZ.""""" Circulating 
IgA anti-BMZ antibodies have been described in the linear 
type of dermatitis herpetiformis.'*-2° 

In this study, we report a case with coexistent circulat- 
ing IgG and IgA antibodies that were directed against the 
BMZ, and we suggest the possibility of an immunologic 
overlap between bullous pemphigoid and dermatitis her- 
petiformis. 


REPORT OF A CASE 


A 59-year-old woman was first seen in August 1976, with a 
six-year history of a blistering disease. The process had started on 
the extensor areas of the limbs as pruritic blisters. At that time, 
examination showed multiple-grouped vesicles and 5- to 10-mm 
bullae that were situated on erythematous bases. Healed lesions 
showed hyperpigmentation and occasional scar formation. She had 
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erosions on her tongue and bullous lesions on her buccal mucosa. 
The toenails were atrophic or absent, with scarring of the 
nailbeds. 

A biopsy specimen showed a subepidermal blister with notable 
Iymphohistiocytie infiltration at its base; no papillary neutrophilic 
microabscesses were observed. Normal values were obtained for 
the following laboratory studies: complete blood cell count with 
differential cell count, platelet count, urinalysis, total serum 
protein, serum electrolytes, blood glucose, BUN, serum cholesterol, 
quantitative immunoglobulin levels, and total hemolytic comple- 
ment. The results of liver function tests were normal. A chest 
x-ray film and ECG were normal. Tests for antithyroid, antinu- 
clear, and antireticulin antibodies were negative. 

Treatment with dapsone (diaminodiphenylsulfone) was success- 
ful, and the disease was controlled by the administration of 50 to 
100 mg/day of dapsone orally for about four months, with 
occasional formation of a few blisters. Therapy with dapsone was 
discontinued, and there was no exacerbation of her eruption for 
two months. A relapse occurred in February 1977, and the patient 
had polymorphic features that were similar to those observed 
previously and involved mainly the extensor aspeets of the limbs. 
The eruption gradually spread to the chest, abdomen, back, and 
flexural areas of the extremities. A daily 75-mg dose of dapsone 
for three weeks was not effective. The eruption then cleared with 
the administration of 2 mg of betamethasone daily. After admin- 
istering a total of 290 mg of betamethasone during 13 months, we 
successfully discontinued use of the corticosteroid. A daily dose of 
azathioprine (100 to 150 mg orally) or cyclophosphamide (50 mg 
orally) was subsequently required to control the patient's dis- 
ease. 

Direct and indirect immunofluorescence microscopy studies 
were performed according to the technique previously described 
by Beutner et al^ The biopsy specimens were taken from 
uninvolved skin at the periphery of the lesions. Cryostat sections 
of normal human skin were used as substrates for indirect 
immunofluorescence. The following conjugates (Behringwerke, 
West Germany, total protein concentration, 10 + 3 mg/mL) were 
used: fluorescein isothiocyanate (FITC)-goat anti-human IgG 
(FITC/protein [F/P] molar ratio, 3.0); FITC-goat anti-human IgA 
(F/P molar ratio, 1.8; FITC-goat anti-human IgM, (F/P molar 
ratio, 2.7); and FITC-goat anti-human C3 (F/P molar ratio, 2.9). 

For electron microscopic studies, the skin specimen was 
obtained from the site of an early bullous lesion and fixed in 4% 
glutaraldehyde. For immunoelectron microscopic studies, biopsy 
specimens were taken from the uninvolved skin at the margins of 
bullous lesions. They were fixed in a periodate-lysine-paraformal- 
dehyde (PLP) solution and studied according to a previously 
described method, With proper controls. Horseradish-peroxi- 
dase-labeled goat antisera against human IgG (Medical and 
Biological Laboratories Ltd, Japan, lot 501) and human IgA 
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Fig 2.—Linear bands of C3 (left), IgG (center), and IgA (right) deposition are seen along dermal-epidermal junction when patient's 
normal-appearing skin is incubated with fluorescein-isothiocyanate-labeled antiserum (original magnification x 400). 
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Fig 3.—Top, Electron microscopy of early bullous lesion. Bulla is 
formed beneath basal lamina and contains large amounts of fibrin 
(F) and inflammatory cells ( x 4,800). Bottom, Higher magnifica- 
tion of area shows well-preserved basal lamina (BL) and disap- 
pearance of anchoring fibrils. F indicates fibrin ( x 24,900). 
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Fig 4.—Left, Immunoelectron microscopy of section from uninvolved skin. IgG deposits are seen 
along basal lamina and in dermis ( x 60,000). Right, Higher magnification shows IgG in lamina 
lucida, at undersurface of basal cells, and within, as well as below basal lamina ( x 96,000). 


(Medieal and Biological Laboratories Ltd, Japan, lot 602) were 
used at a final antibody concentration of 0.3 mg/mL. Rabbit 
anti-human IgG serum (Behringwerke, West Germany, lot 0312D) 
and rabbit anti-human IgA serum (Behringwerke, West Germany, 
lot 0820C) were used for the blocking reaction. 


RESULTS 
Immunofluorescence Microscopy Studies 


The serial study on IgG and IgA anti-BMZ antibody 
titers, clinieal disease severity, and treatment is shown in 
Fig 1. Cireulating IgG anti-BMZ antibodies were detected 
throughout the patient's course, and high titers were 
maintained even after the disease became clinically inac- 
tive. Cireulating IgA anti-BMZ antibodies were found 
when the disease was clinically most active, but these kept 
low titers and disappeared by the sixth month of oral 
beta-methasone therapy. 

Direct immunofluorescence studies were carried out four 
times in the three-year period. A biopsy specimen that was 
taken at the time of the first examination disclosed linear 
C3 deposits at the BMZ (Fig 2, left). About six months 
later, a widespread bullous eruption developed in the 
patient. At this time, direct immunofluorescence staining 
of a biopsy specimen showed linear IgG and IgA binding at 
the BMZ (Fig 2, center and right, respegtively). After the 
patient was given betamethasone, her skin cleared. Two 
biopsy specimens that were taken on different occasions 
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during her clinical remission also showed linear deposition 
of IgG and C3 at the BMZ. 


Electron Microscopic Studies 


The bullous lesions resulted from separation of the basal 
lamina from the corium. The basal lamina was well pre- 
served and remained attached to the undersurface of 
keratinocytes, thus forming the blister roof. Anchoring 
fibrils disappeared. Developing blisters contained large 
amounts of fibrin and inflammatory cells (Fig 3, top and 
bottom). 


Immunoelectron Microscopic Studies 


Accumulation of IgG was found in a band-like pattern 
along the basal lamina and also in the dermis (Fig 4, left). 
Higher magnifications showed it to be present mainly in 
the lamina lucida, extending upward to the undersurface of 
the basal cells and downward to the basal lamina (Fig 4, 
right). The deposits were absent in the control sections that 
were blocked with unconjugated anti-human IgG rabbit 
serum. Ultrastructural deposition of IgA was not found. 


COMMENT 


The patient in the present report shared clinical features 
with the so-called polymorphic variant of pemphigoid, as 
recently reported by Honeyman et al.’ The presence of nail 
dystrophy and occasional scar formation might be incom- 
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patible with the diagnosis of pemphigoid. However, a 
recent report indicated that strong clinical, histologic, and 
immunologic similarities exist between epidermolysis bul- 
losa acquisita and cicatricial pemphigoid.” With immuno- 
fluorescence microscopy studies, a linear pattern of IgG, 
IgA, and C3 deposits could be detected in the perivesicular 
skin of the patient in the present report, and coexistent 
circulating IgG and IgA anti-BMZ antibodies were found 
during part of the patient’s clinical course. Blister forma- 
tion beneath the basal lamina is a characteristic feature of 
dermatitis herpetiformis.**^ Immunoelectron microscopy 
showed IgG deposits along the basal lamina, in the lamina 
lucida, including the basilar surface of basal cells, and in 
the dermis. The response to dapsone was good during the 
initial stage of therapy, but further generalization of the 
eruption could only be controlled by administration of 
betamethasone. 

We believe that this rare case is the first in which 
evidence for coexistent IgG and IgA anti-BMZ antibodies 
has been reported. The demonstration of coexistent circu- 
lating IgG and IgA anti-BMZ antibodies once more poses 
questions concerning the characterization of the individual 
entities that are included in the class of subepidermal 
bullous disorders. The so-called continuous or linear pat- 
tern of IgA that is observed in some cases of dermatitis 
herpetiformis'''*"*-*°6.7 has given rise to some diagnostic 
confusion, and it has raised the question of the possible 
existence of intermediate or mixed forms of bullous pem- 
phigoid and dermatitis herpetiformis.'2°-7- } 

At the present time, the most important finding rele- 
vant to the diagnosis seems to be the class of immunoglob- 


ulin involved; the second most important finding is the 
structural binding site of the immunoglobulin in the 
skin.'^''7** Yaoita and Katz" believe that determination 
of the localization of immunoreactants in the skin by 
immunoelectron mieroscopy would certainly help to classi- 
fy these diseases more precisely. However, there has been a 
report that, in some cases of linear IgA dermatosis, the 
localization of IgA deposits in the BMZ might vary, 
depending on the evolution of the disease.” 

In cases of pemphigoid, the sites of IgG deposition at the 
BMZ have been described somewhat differently, depend- 
ing on the groups of investigators.: To our knowledge, 
IgG deposits in the dermis, as found in the present case, 
have not been reported. The importance of ultrastructural 
localization of immunoglobulins for the classification of 
subepidermal bullous diseases remains to be elucidated. 

At the present time, it seems likely that the present case 
represents a rare example of the simultaneous occurrence 
of pemphigoid and linear dermatitis herpetiformis. How- 
ever, further progress in immunofluorescence and immu- 
noelectron microscopic studies might produce more pro- 
found insights into the diagnosis of unclassified bullous 
diseases. It is hoped that this case report will prompt 
further investigations of these dermatoses. 


This study was supported in part by a research grant for the Pemphigus 
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Tumor-Stage Mycosis 


A 32-Year Survival 


David L. Swanson, MD, Isadore Fisher, MD 


è A woman with tumor-stage mycosis fungoides has survived 
for 32 years after her initial presentation with tumors. To the best 
of our knowledge, she is the longest such survivor to date. 

(Arch Dermatol 1981;117:354-356) 


Mec fungoides is a chronic, epidermotropic T-cell 
lymphoma. It is characterized by insidious evolution 
from an early dermatitic phase, through an indurated- 
plaque stage, with the eventual development of tumors, 
ulcers, and, usually, systemic involvement. Some hold the 
opinion that only the tumor stage merits the designation 
“lymphoma.” Others accept the malignant nature of the 
earlier lesions. Most authors agree that tumors in mycosis 
fungoides portend a dismal future.* 


REPORT OF A CASE 


A 33-year-old woman first noted the onset of a pruritic derma- 
titis on her face, right wrist, and right arm in 1944. A dermatolo- 
gist obtained a skin biopsy specimen that demonstrated a nonspe- 
cific dermatitis. She received superficial x-ray radiation to her 
arm, and, subsequently, all of the skin lesions resolved. 

In the summer of 1947, she was seen at the Minneapolis 
Veterans Administration Hospital with a history of weakness, 
weight loss, and the development of new skin lesions during the 
preceding few weeks. Examination showed a thin, chronically 
fatigued woman with large, erythematous, and ulcerated tumors, 
nodules, and plaques on the face, trunk, buttocks, arms, and legs 
(Fig 1 and 2). There were enlarged axillary and inguinal lymph 
nodes but no palpable abdominal organomegaly. The remainder of 
her physical examination results were normal. Her WBC count 
was*11,500/eu mm, with a normal differential cell count. A bone 
marrow biopsy was unsuccessful. Several skin biopsy specimens 


- showed histologic findings consistent with mycosis fungoides (Fig 
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3). A left inguinal node biopsy specimen demonstrated reactive 
hyperplasia. The patient received topical boric acid ointment, 
chlorophyll ointment, para-aminobenzoic acid ointment, and 
potassium permanganate compresses. Mechlorethamine hydro- 
chloride, 5.5 mg, was administered intravenously (IV) every other 
day for four treatments, followed by a total dose of 3,000 
roentgens of irradiation to the cutaneous lesions; two more 
treatments with IV mechlorethamine were received after the 
course of x-ray therapy. The patient left the hospital five months 
after admission with only residual hyperpigmentation or mild 
infiltration at the sites of previous lesions. 

During the next 15 years, recurrent tumors, plaques, and ulcers 
developed, particularly on the extremities. These responded well to 
local x-ray therapy and topical antibiotics. Although intermittent- 
ly asymptomatic, the patient usually had at least one indolent 
plaque at the times of her clinic visits. Repeated skin biopsy 
specimens demonstrated microscopic changes consistent with 
mycosis fungoides. 

In 1963, topical compresses of 20% mechlorethamine solution 
were applied daily for three days to plaques over the neck and 
sacrum. Although the lesions involuted, the patient experienced 
severe vesiculation followed by a generalized macular eruption one 
week later. Patch tests to mechlorethamine were positive. Despite 
this, the patient required annual treatments with topical mechlor- 
ethamine solution applied daily for five days. She also received 
additional irradiation therapy and intralesional triamcinolone 
injections. Again, her course was characterized by periods of 
complete remission alternating with periods of recurrence. 

By 1973, the patient had extensive eczematous involvement that 
was treated with 20% mechlorethamine solution on a three- 
times-weekly basis. The patient tolerated this poorly because of 
continued vesiculation. During the next three years, however, she 
responded well to progressively decreasing concentrations of me- 
chlorethamine. By 1976, she seemed both to tolerate and to 
respond well to 0.00005% mechlorethamine ointment in addition to 
0.1% triamcinolone ointment. 

In the fall of 1978, relentless infiltration of the skin of the 
abdomen developed, with tumors and ulcerations. She was ad- 
mitted to the VA Hospital in December 1978 with noticeable 
truncal skin involvement and a 9-kg weight loss during the 
preceding two months. Examination showed numerous tumors, 
nodules, and ulcers present on the abdomen and breasts, while the 
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Fig 2.—July 1948. Tumor present in left axilla. 





Fig 3.—July 1948. Skin biopsy specimen shows dense superficial 
and deep dermal infiltrate with extension into hyperplastic epider- 
, mis (hematoxylin-eosin, x 40). 
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Fig 4.—August 1979. Skin biopsy specimen demonstrates dense 
atypical dermal infiltrate (hematoxylin-eosin, x 205). Inset, Atypi- 
cal cells with prominent infoldings of nuclear membrane (hema- 
toxylin-eosin, Xx 400). 


Fig 5.—August 1979. Postmortem renal specimen shows atypical 
cells invading renal interstitium (hematoxylin-eosin, x 400). 
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pigment and foamy cells with atypicality (hematoxylin-eosin, 
x 400). 


remainder of the skin was diffusely infiltrated. There was no 
palpable lymphadenopathy or organomegaly. 

Intradermal skin tests with PPD and Candida antigen were 
negative. A liver-spleen scan and bone marrow biopsy specimen 
were normal. "Sézary cells" were present on electron microscopic 
examination of the buffy coat of blood specimens. B- and T-cell 
lymphocytes were not assayed. Skin biopsy specimens demon- 
strated the microscopic changes of mycosis fungoides. The patient 
received 3,000 rads of electron beam radiation to the abdomen. The 
abdominal tumors cleared, but new tumors formed on the head, 
neck, face, and extremities during the course of therapy, and an 
axillary lymph node biopsy specimen demonstrated microscopic 
changes of mycosis fungoides. The patient received a treatment 
regimen of a combination of cyclophosphamide, vincristine sul- 
fate, prednisone, and bleomycin sulfate every three weeks. The 
tumors decreased dramatically in size during the first week of 
chemotherapy but rapidly reformed before the next course of 
treatment. After three more courses of chemotherapy, the patient 
refused further treatment for systemic effect. Her condition 
rapidly deteriorated, and she died in August 1979 of acute renal 
failure, with severe electrolyte imbalances. 

At autopsy, no visible or palpable tumor masses were noted 
except in the skin. There were diffuse microscopic changes of 
mycosis fungoides in the skin (Fig 4), lungs, liver, kidneys (Fig 5), 
spleen, lymph nodes (Fig 6), and breasts. 


COMMENT 


Tumors usually appear late in the course of mycosis 
fungoides, often with extracutaneous involvement.’ They 
rarely are the initial manifestation of mycosis fungoides 
(d'emblee type)? The appearance of tumors augurs a poor 
prognosis. In the experience by Epstein et al^ with 144 
patients, there was a 50% mortality within 2!^ years after 
the onset of tumors and a 70% mortality within six years. 
Hoppe et al? observed a median survival of 2.7 years and a 
ten-year survival of 28% in patients with tumorous mycosis 
fungoides who received electron beam radiation. 

Palpable lymphadenopathy is a poor prognostic sign, 
even if lymph node biopsy specimens demonstrate only 
dermatopathic lymphadenitis. In the experience of Hoppe 
et al^ the median survival time of patients with dermato- 
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pathic lymphadenitis was 3.1 years. Block et al’ reported a 
64% mortality within two years in patients with mycosis 
fungoides with lymphadenopathy from all causes. Six of 22 
patients having dermatopathic lymphadenopathy were lat- 
er found to have nodal involvement with lymphoma. Fuks 
et al* observed a 5% eight-year survival in patients with 
stage 2 mycosis fungoides (skin involvement and dermato- 
pathic lymph nodes) who were seen before treatment with 
electron beam therapy. 

Erkman-Balis and Rappaport’ found up to 26% of mitotic 
cells with abnormal karyotypes in lymph node biopsy 
specimens histologically consistent with dermatopathic 
lymphadenitis. Routine histologic methods may be inade- 
quate for assessing the lymph node status of patients with 
mycosis fungoides. 

To our knowledge, our patient is the longest reported 
survivor after the appearance of mycosis fungoides 
tumors. These appeared three years after the presumed 
onset of her disease. A limited evaluation at that time did 
not show systemic dissemination of mycosis fungoides. 
However, there was palpable axillary and inguinal lym- 
phadenopathy. Her course was characterized by resolution 
of her lymphadenopathy and numerous exacerbations of 
her cutaneous disease that responded to a wide variety of 
therapeutic measures. When hospitalized in 1978, obvious 
dissemination of disease developed and she died within 
one year. Our patient was remarkable in that her survival 
was prolonged despite poor prognostic signs in 1947. 
Perhaps the patient’s innate resistance to her disease 
process was the most decisive factor in determining her 
prolonged course. 


Kenneth Manick, MD, reviewed the manuscript, and Kevin Flynn, MD, 
obtained the photomicrographs. 


Nonproprietary Names and Trademarks of Drugs 


Bleomycin sulfate—Blenoxane. 
Triamcinolone—Aristocort Tablets, Kenacort. 
Vincristine sulfate—Oncovin. 
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. Linear Eccrine Nevus With Comedones 


Lucius Blanchard, MD; Steven J. Hodge, MD; Lafayette G. Owen, MD 


® We report herein a case of a linear nevus comedonicus 
associated with tumors of sweat gland origin. We propose the 
term “linear eccrine nevus with comedones” as a suitable title 
for this disorder. Several similar cases in the literature are 
reviewed. | , 

(Arch Dermatol 1981;11 7:357-359) 


A variety of lesions that clinically present with come- 
dones have been described under the name “nevus 
comedonicus.” More than a dozen different titles for 
variants of this condition have been reported. In most 
cases, the treatment has been unrewarding. We are report- 
ing a case that showed the clinical characteristics of nevus 
comedonicus with biopsy features of a sweat gland tumor. 
The lesion responded to topical tretinoin therapy with 
substantial cosmetic improvement. 


REPORT OF A CASE 


A 24-year-old woman was seen at the University of Louisville 
Hospitals in 1971 for a dermatosis on the left leg that had been 
present since she was 12 years old. The first lesions were small 
open comedones on the inner aspect of her thigh. During the 
following six months, they formed a linear asymptomatic band 
distally on the extremity to the ankle. The initial diagnosis was 
lichen striatus. The patient had subsequently visited several 
physicians because of the development of painful cysts in the 
lesion that required surgical excision. Her general health had been 
good, and there was no family history of any similar skin 
condition. 

Physical examination showed a linear lesion extending from the 
inguinal fold to the medial malleolus on the medial aspect of the 
left leg (Fig 1). The lesion contained many hypopigmented 
macules and papules 2 to 10 mm in diameter. Prominent come- 
dones, some overlying small tender subcutaneous cysts, were 
visible in many of the papules. Several linear hyperpigmented 
scars were noted at the sites of previous surgery. There were no 
musculoskeletal or neurologic abnormalities. 
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Laboratory studies showed a normal complete blood cell count, 
normal urinalysis test results, and a normal chest roentgeno- 
gram. 

A punch biopsy specimen of a comedone showed an epidermal 
invagination filled with keratinous material. In the surrounding 
epidermis, there was hyperkeratosis and focal acanthosis. In the 
dermis there were sharply demarcated islands of cuboid cells 
forming a glandular pattern; small duct-like structures were 
surrounded by hyperchromatic cuboid cells. Intertwining strands 
of epithelioid cells were present in a stroma that showed mucinous 
degeneration and an infiltrate of lymphocytes, histiocytes, and 
mast cells. No atypia or mitotic figures were observed. Iron stains 
were negative and no PAS-positive granules were identified. The 
findings led to a diagnosis of nevus comedonicus with hidradeno- 
ma. 

A review of prior surgical specimens from the lesion showed 
hyperkeratosis, papillomatosis, and acanthosis of the epidermis. 
Some sections showed multiple nests of basaloid cells deep in the 
dermis; these cells had a homogeneous dark round nucleus and 
scant cytoplasm. They formed ductal structures and rosettes, some 
of which contained pale-staining cells with a dark nucleus and 
abundant cytoplasm. These microscopic features resembled those 
found in eccrine spiradenoma (Fig 2 and 3). Other sections showed 
encapsulated islands and nests of double-layered cuboid cells 
forming ductal structures that contained a pink homogeneous 
colloid material. In some areas, the basaloid cells formed long 
anastomosing adenoid patterns. These findings were similar to 
those seen in nodular cystic hidradenoma (Fig 4). 

The patient was treated with topical 0.1% tretinoin cream twice 
daily. Use of this cream for several weeks resulted in resolution of 
many of the comedones and improved the cosmetic appearance of 
the patient’s nevus. Subsequently, on several occasions, she 
required systemic antibiotic therapy for secondary bacterial infec- 
tions. Also, some persistent painful cysts were later surgically 
removed. In the past five years, she has received intermittent 
therapy with topical tretinoin, and no new comedonal lesions have 
developed. 


COMMENT 


Nevus comedonicus is a linear epidermal nevus charac- 
terized by comedones and follicular plugs. It was first 
described in the English literature in 1896 by Selhorst' as 
"naevus aeneiformis unilateralis." Subsequent reports of 
similar cases followed under such names as “naevus follicu- 
laris keratosus,"" and “naevus unilateralis comedonicus.’” 
In 1937, the literature on this disorder was reviewed by 
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left leg. 


eosin, x 40). 


Fig 3.—Higher magnification of area in Fig 2 showing ductal 
structures forming rosettes. Two cell types are noted—small 
- basaloid cell with dark round nucleus and scant cytoplasm, and 
larger, pale cell with abundant cytoplasm. Microscopic appear- 
ance is compatible with eccrine spiradenoma (hematoxylin-eosin, 
x 100). 


Sayer' who chose the term “naevus acneiformis unilateral- 
is" as the most descriptive title for the clinical picture, 
emphasizing the hamartomatous etiology, the morphologie 
appearance of comedones with or without inflammatory 
and cystic changes, and a distribution usually confined to 
one side of the body. In case reports and reviews by 
Beerman and Hoemas (1959), Wood and Thew* (1968), and 
Leppard and Marks’ (1973), the term “nevus comedonicus" 
was used, and Rodriguez* proposed this as an adequately 
descriptive and grammatically correct title for this uncom- 
mon condition. To date, more than 130 cases have been 
reported. 

Nevus comedonicus is thought to be a hamartoma in 
which cells of the pilosebaceous unit fail to differentiate 
normally. The resultant structure is unable t^ produce hair, 
and the soft keratin that accumulates forms follicular 
plugs and comedones. Leppard and Marks' noted that 
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Fig 1.—Linear nevus with comedones, 
papules, and nodules, on medial part of 


Fig 2.—Nests of basaloid cells deep in 
dermis with homogeneous dark round 
nuclei and scant cytoplasm (hematoxylin- 
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Fig 4.—Double-layered cuboid cells forming ductal structures 
with glandular pattern, suggesting hidradenoma (hematoxylin- 
eosin, X 100). 


comedones also appear in other lesions such as nevus 
sebaceus and superficial fatty nevus, so that multiple 
pathogenic mechanisms may be responsible for production 
of the comedone. 

The lesion may be present at birth, or its appearance 
may be delayed until adulthood, although most nevi with 
comedones are apparent by the second decade. The distri- 
bution is usually in groups, bands, or linear configurations 
confined to one side of the body. However, bilateral lesions 
have been reported. The involved area may vary from 
localized patches a few centimeters in diameter to rare 
cases involving large portions of the body. There is a 
predilection for involvement of the neck, trunk, and upper 
extremities. Cases have been reported with palmar 
involvement,’ but this is distinctly rare. 

Engber" reviewed the literature associating nevus còm- 
edonieus with internal manifestations and found cases, 
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with involvement of the skeletal system, ocular system, 
other skin lesions, afid neurologic defects. 

The individual comedones vary from uniform pinhead- 
size lesions of the “nutmeg grater” type to large, irregu- 
larly shaped, confluent papules, nodules, and cysts. Second- 
ary inflammatory changes are frequently present with 
pustules, abscess formation, and scarring. The histologic 
changes show a dilated, rudimentary follicular structure 
with a keratin-filled central crater. Hairs are usually 
absent. Sebaceous glands have been variously found to be 
plentiful or absent. Proliferation of budding strands of 
epithelioid cells from the follicles into the dermis has been 
noted by several authors. Carney” described a patient with 
linear unilateral basal cell nevus with comedones that, on 
biopsy, showed keratin-filled epidermal invaginations and 
masses of basal cells forming islands, solid and intertwin- 
ing strands, and keratinizing cysts in the dermis. 

Bleiberg and Brodkin” reported a similar case of a linear 
lesion with comedones on the right upper extremity that, 
on biopsy, showed numerous buds of proliferating basal cell 
epithelioma projecting into the dermis from cysts that 
were filled with a keratin-like material. Anderson and 
Best™ described a patient who had a similar lesion without 
comedones in which the histologic findings were described 
as basal cell epithelioma with a resemblance to dilated 
sweat ducts and fetal pilosebaceous follicles. 

The case reported herein resembles those previously 
discussed, in that a nevus comedonicus was associated with 
epithelial cell growths. The lesions in our patient suggested 
structures of sweat gland origin. Some lesions resembled 
eccrine spiradenoma and others resembled eccrine hidrad- 
enoma. The absence of iron and PAS-positive granules on 
microscopic examination favor an eccrine origin. 

Carney believed that the lesion in his patient was more 
closely related to cystic basal cell epithelioma. However, 
the illustrations presented in his article appear similar to 


ours and suggest a sweat gland origin. Carney was aware 
of this possibility since he noted abortive adenoid and 
tubular growth patterns in his specimen, but he purposely 
avoided a precise cell classifieation since he believed that 
this could not be established with certainty. Our patient's 
lesion clearly suggests a glandular origin and probably 
represents a more differentiated tumor of the same type. 
To our knowledge, this has not been previously described, 
and we are proposing the term "linear eccrine nevus with 
comedones" as a suitable title for this entity. 

Since the development of the sweat glands and follicles 
occurs from the embryonal epidermis, it is reasonable to 
suspect that a hamartoma that produces the defect causing 
the comedone might also produce ontogenetically imma- 
ture cells that could proliferate with differentiation toward 
either a follieular or glandular cell type or both. Although 
no specimen from our patient has yet shown evidence of a 
frank basal cell epithelioma, we believe that such a change 
could occur in the future. 

In the past, the treatment of nevus comedonicus has 
consisted of topical applications of keratolytic agents, and 
surgical excision of painful, infected lesions. These meas- 
ures have not generally been effective or feasible for large 
lesions. Decherd et al'* used 0.1% tretinoin in equal parts of 
95% alcohol and propylene glycol in two patients with this 
disorder and noted remission of the comedones in four to 
five weeks. Our patient showed a similar good response in 
eight weeks using 0.1% tretinoin cream. Continued therapy 
was necessary to prevent reaccumulation of keratinous 
material. Daily use of the preparation produced no irrita- 
tion. As suggested previously, improvement may have 
resulted from tretinoin-induced follicular epithelial irrita- 
tion, causing increased cell proliferation and formation of 
keratin that is less coherent." The keratin is then extruded 
from the follicular plug, and the continued use of tretinoin 
prevents reaccumulation. 
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Lentigo Maligna in a Woman 


With Oculocutaneous Albinism 


David B. Stoll, MD; Paul Ruschak, MD; Young Kauh, MD; John Martin, MD; Herbert Luscombe, MD 


€ A 54-year-old black woman with oculocutaneous albinism 
was found to have a lentigo maligna and, subsequently, a 
pigmented compound nevus on non-sun-exposed areas of her 
body. The diagnosis for these lesions was confirmed by the 
results of histopathologic study. To our knowledge, this is the 
first such case reported in the literature. This patient reempha- 
sizes the fact that melanoma development is dependent on the 
presence of melanocytes, but not necessarily on melanogenesis. 
We propose that the rarity of melanomas in these patients may 
be caused by the protective effect of unknown systemic fac- 
tors. 

(Arch Dermatol 1981;117:360-361) 


pet of pigmented lesions in patients with albinism 
are rare. Only six cases of cutaneous malignant 
melanoma have been reported in albinos,* with an addi- 
tional one occurring intraorally.* We report the first case of 
a black woman with oculocutaneous albinism in whom a 
lentigo maligna developed and who, subsequently, was 
found to have a pigmented compound nevus on her back. In 
addition, the patient had several scattered actinic kera- 
toses and keloids. 

Lentigo maligna appears as a flat tan or dark-brown 
lesion and is found almost exclusively in the sun-exposed 
areas, especially on the faces of elderly persons. It was 
first described by Hutchinson? in 1892 and was later 
termed “infective melanotic freckle” and “lentigo melano- 
sis."* Oettle* believed that because of the increased fre- 
quency of melanomas in fair-skinned persons, it should be 
common in the African albino. However, in his studies, only 
one such patient was discovered.' Our patient's case sup- 
ports the concept that melanoma development is depen- 
dent on the presence of melanocytes but not necessarily on 
melanogenesis. It is suggested that albino patients may 
have unknown systemic factors that provide some protec- 
tion against melanoma development. 


REPORT OF A CASE 


A 54-year-old black woman with oculocutaneous albinism was 
seen in the Dermatology Clinic of Thomas Jefferson University 
Hospital for a pigrgented lesion on her back and several lesions on 
her neck and arms. Albino from birth, she gave no family history 
of the disease. Both her parents and grandparents were black, and 
her child is black. The patient stated she had always sunburned 
easily. The lesions on her arms and neck had first appeared when 
she was 11 years old and had increased in size and number after 
prolonged exposures to the sun. In addition, she had had a mottled 
dark-brown lesion on her upper back for three years. Overall, she 
believed she had had little sunlight exposure. 

On physical examination, the patient's hair was a pale gold. 
Funduscopic examination disclosed ash-gray irides. Transillumi- 
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nation showed them to be hypopigmented, and the macular areas 
were poorly developed. Photophobia was prominent, and horizon- 
tal nystagmus was present bilaterally. Visual acuity was 20/700 
OU. The patient's skin was ivory-pink in color. A 1.2 x 2.5-em 
macular lesion with mottled dark-brown pigmentation and a 
shiny, flat, irregular, pearl-like border was present on her upper 
back. There was no nodularity or ulceration. There were numerous 
erythematous keratotic papules on the forearms, cheek, and neck, 
and a few were present on the face and hands. There was no 
evidence of any lymphadenopathy. Also present were several firm, 
violaceous to ivory-white-colored annular and semicircular keloids 
on the back, chest, breasts, and hands. 

The lesion on the back was thought to be either pigmented basal 
cell carcinoma or lentigo maligna. Results of an excisional biopsy 
and microscopic examination disclosed atrophie changes of the 
epidermis with numerous melanocytes. The melanocytes were 
spindle-shaped, bizarre looking, and haphazardly arranged. They 
lay primarily along the dermoepidermal junction and exhibited 
nuclear pleomorphism with some atypicality. There was a band- 
like infiltrate composed of lymphocytes and histiocytes in the 
upper dermis (Fig 1). The histopathologic diagnosis was lentigo 
maligna. Biopsy specimens from the lesions on the forearms, 
cheek, neck, face, and hands showed the typical changes of solar 
keratosis. 

Four months later, on reexamination, the patient was found to 
have a moderately raised, brownish, dark-pigmented, 0.7 x 0.6-cm 
compound nevus on the lower back (Fig 2). The lesion was excised, 
and histologic examination showed many individual nevus cells at 
the dermoepidermal junction. In the upper dermis, there were 
multiple nests of nevus cells as well as individual nevus cells (Fig 
3). 

Tyrosinase activity was determined qualitatively on hair bulb 
samples after the method of Kugelman and van Sceott.'^ The 
results were strongly positive. 

The patient's solar keratoses were treated with fluorouracil 
cream. 


COMMENT 


The term "albinism" designates a variety of clinical 
syndromes consisting of an inherited hypomelanosis of 
normally distributed melanocytes in the eyes and skin. In 
oculocutaneous albinism, the metabolic defects presumably 
involve melanocytes in all anatomical sites. This is caused 
by heterozygous gene expression." As reported by Witkop 
et al" and confirmed in a conversation with Thomas B. 
Fitzpatrick, MD (Aug 26, 1980), the fact that our patient 
had pale-gold hair, ash-gray irides, and a positive hair bulb 
test for tyrosinase activity showed that she had the 
tyrosinase-positive form of the disorder. These patients 
have melanocytes in the eye and skin but fail to synthesize 
melanin. Albino patients are particularly sensitive to the 
effects of ultraviolet radiation and show an increased 
frequency of actinic keratoses and basal cell and squamous 
cell carcinomas." 

In our patient, the lentigo maligna occurred on the back, 
whereas these lesions are commonly found on the face in 
normal persons in their seventh or eighth decade of life. It 
is interesting that African black albinos have a low jnci- 
dence of melanoma,’ although an increased incidence of 
these lesions occurs in normal whites exposed to sunlight.. 
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Fig 1.—Left, Biopsy specimen taken from upper back lesion showing atrophic epidermis 
with numerous atypical spindle-shaped and pleomorphic clear cells and lichenoid 


Fig 2.—Compound nevus 
neous keloid on patient's back. 


infiltration of lymphocytes and histocytes in the upper corium (hematoxylin-eosin [HE], 
original magnification x 100). Right, Higher magnification of the same area (HE, original 
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ification x 400). 
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Several authors have remarked on the much lower inci- 
dence of malignant melanoma occurring on the skin of 
nonwhite groups and those with darkly pigmented 
skin.'* As Gellin et al'* point out, patients in whom 
malignant melanomas develop are more likely to have 
light-colored eyes, light complexions, and light-colored 
hair; they also tend to sunburn easily. 

Some authors have postulated that a “solar circulating 
factor” from sun-irradiated skin is deposited at certain 
sites, causing the malignant transformation of melano- 
cytes and the development of melanomas.'* Human malig- 
nant melanomas have certain unique antigenic compo- 
nents that are different from those of both normal and 
neoplastic cells.'** It is possible that such antigens evoke 
both humoral and cell-mediated immune responses. The 
major studies demonstrating the rarity of melanomas in 





Fig 3.—Left, Compound nevus on lower 
back showing nevus cell nests (hematoxy- 
lin-eosin, original magnification Xx 100). 
Right, Individual nevus cells at dermoepi- 
dermal junction and in upper corium (hem- 
atoxylin-eosin, original magnification 
x 400). 


the albino population come from those done on African 
albinos.*7?* Perhaps these patients are able to mount 
these immune responses more effectively than nonalbino 
patients, thereby inhibiting melanoma development. While 
this consideration is entirely hypothetical, it shows our lack 
of complete understanding of the relationship of melaniza- 
tion to melanoma development. 

The majority of African albinos will have basal cell and 
squamous cell carcinomas develop and will die of the latter 
if these are not properly treated.**^* This serves to empha- 
size that skin lesions on albino patients should be biopsied 
and subjected to careful histopathologie study. 

Lentigo maligna is a rare lesion in patients with oculo- 
cutaneous albinism. Its occurrence supports the concept 
that pigmented neoplastic lesion development is probably 
independent of melanin formation. 
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The Isolation of Phoma eupyrena 


From a Human Lesion 


Alex Bakerspigel, MA, PhD; Daniel Lowe, MD, CM; Alex Rostas, MD, CM, FRCP(C) 


e A strain of the soil-borne fungus Phoma eupyrena was 
isolated from the skin of an 18-month-old boy who had a 
crusting, erythematous, perioral eruption of one month's dura- 
tion. Treatment with clotrimazole, 1596 zinc oxide paste, and 
dimethicone resulted in eradication of the fungus and in com- 
plete healing of the lesions in eight weeks. 

(Arch Dermatol 1981;117:362-363) 


n 1970, Bakerspigel' reported the first isolation of Phoma 
hibernica from a human lesion. This was on the left leg 
of an otherwise healthy 22-year-old woman who was living 
on à farm in southwestern Ontario. In this case, the 
empiric use of griseofulvin resulted in marked clinical 
improvement and final clearing of the lesion. Since then, at 
least three other species of Phoma have been observed in, 
or isolated from, human, animal, and insect tissues.^? In 
1973, Young et al? described a species of Phoma closely 
resembling Pyrenochaeta romeroi, which they repeatedly 
cultured from a cold subcutaneous abscess occurring in a 
42-year-old, immunosuppressed recipient of a transplanted 
cadaveric kidney. A year later, Narendra and Rao‘ de- 
scribed a new Indian species, Ph aspidioticola, which was 
highly pathogenic to the scale insect Aspidiotus but not to 
the host plant Eugenia. Then, in 1975, Gordon et ab 
observed pycnidia, apparently those of Phoma, in a boggy 
lesion situated over the left ear of a 4-year-old boy. They 
also isolated Ph cava from cutaneous lesions on a white- 
tailed deer. 
The following report describes the first isolation, to our 
knowledge, of ahother species of Phoma from a boy living 
in southwestern Ontario. 


REPORT OF A CASE 


An 18-month-old boy had had an erythematous perioral eruption 
for a month. He had been treated during the previous month by his 


‘Accepted for publication July 16, 1980. 
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family physician with penicillin G potassium and erythromycin 
but no notable change had occurred. Crusted areas would heal but 
lesions would form again. A striking clinical factor noted in this 
patient was his excessive amount of drooling at all times. The 
patient had always been in excellent health, had not had any other 
notable illness, and had not been receiving immunosuppressive 
medication. There was no family history of atopy and no family 
or personal history of recurrent infection of any kind. We could 
not find a possible contact dermatitis. However, as a preventive 
measure, the use of fluoride toothpaste was discontinued since 
cases of possible contact dermatitis to fluoride toothpaste had 
been reported by Saunders.* 

Examination of the skin showed a 2-cm ring of erythema 
surrounding the oral cavity but not involving the lips or oral 
mucosa. Overlying the erythematous base were impetiginized 
papules, multiple crusts, and small erosions (Fig 1). Crusts and 
scrapings were taken from the perioral region and examined in 
potassium hydroxide mounts, but the request to perform a biopsy 
was refused. Scattered hyphal fragments were found in some 
scrapings similar to those shown in Fig 2. Scrapings were cultured 
on Sabouraud’s dextrose and mycobiotic agar media enriched with 
2% yeast extract. These cultures yielded a moderate growth of 
Staphylococcus aureus, sensitive to erythromycin, as well as 
several colonies of an imperfect fungus that appeared to be a 
Phoma sp. Subcultures of this fungus grown from prune and malt 
agar media produced numerous pycnidia, pyenidiospores, and 
chlamydospores embedded in a gold-yellow exudate (Fig 3 through 
6). Morphologie studies showed this fungus to be a strain of Ph 
eupyrena.*-'* Colonies of this soil-borne fungus were isolated from 
the patient's perioral serapings on several occasions. However, the 
fungus could not be found in his immediate environment or as a 
contaminant in our laboratories. 

Treatment was initiated using 0.596 hydrocortisone lotion and 
250 mg of oral erythromycin taken three times a day for a 
two-week period. However, the eruption worsened, extending up 
to the auricular region. Clotrimazole solution (10 mg/mL), to which 
this Phoma was sensitive (minimal inhibitory concentration, 25 
ug /mL), was then applied twice daily for two weeks. This resulted 
in a dramatic improvement in the patient's condition. Unfortu- 
nately, this improvement was short lived for, in several weeks, the 
process recurred. Scrapings taken at this time once again yielded 
colonies of Ph eupyrena as well as S aureus. The infected area was 
re-treated with the clotrimazole solution and the oral erythromy- 
cin but this time 1596 zinc oxide paste and a dimethicone compound 
were also applied to protect the skin from excessive moisture 
caused by the patient's drooling. This treatment was continued for 
an eight-week period, finally resulting in complete clearing of the 
process (Fig 7). Subsequent cultures were negative for Ph eupy- 
rena and S aureus, and there has been no recurrence of the 
infection for more than two years. : 
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Fig 1.—Infected perioral area showing ery- 
thema and crust formation. 
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Fig 2.—Potassium hydroxide mount of 
scrapings showing hyphal elements of 
Phoma eupyrena ( x 320). 
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Fig 5.—Large, darkly pigmented chlamyd- 
ospores and smaller pycnidiospores of 





Fig 3.—Phoma eupyrena grown from 14- 
day-old culture at 22 °C with prune agar 
medium. Note droplets of gold-yellow exu- 
date. 
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Fig 4.—Two mature pycnidia of Phoma Fig 6.—Large, darkly pigmented chlamyd- 


Phoma eupyrena ( x 480). 
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eupyrena after extrusion of their pycnid- ospores and smaller pycnidiospores of Fig 7.—Perioral region almost completely 


iospores ( x 1,320). 


COMMENT 


To the best of our knowledge, this is the first reported 
isolation of Ph eupyrena from a human lesion, and the 
second Phoma sp to be isolated from a human living in 
Canada. In addition, this patient is the youngest from 
whom a Phoma sp has been isolated to date. It would seem 
from the course of this infection, and the subsequent 
clinieal response, that we were dealing with an early, 
superficial fungal infection that became secondarily 
infected with staphylococci. Although the infection re- 
sponded initially to appropriate fungal therapy, the pro- 
cess could not be adequately controlled as long as the wet 


Phoma eupyrena ( x 480). healed. 


environment persisted. Maceration of the skin and the 
influence of a previous or simultaneous secondary infection 
may be among a growing number of predisposing factors 
for infection caused by yeasts and fungi. However, in this 
case, prompt eradication of the Phoma undoubtedly aided 
in complete healing of the simultaneous secondary infec- 


tion. 
Nonproprietary Names and Trademarks of Drugs 


Clotrimazole—Gyne-Lotrimin, Lotrimin. 
Dimethicone—Covicone, Silastic 200, Silicate. 2 
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A Possible Histiocytoma 


in an Egyptian Mummy 


Michael R. Zimmerman, MD, PhD 


e This report concerns the finding of a possible histiocytoma 
in the skin of the heel of an Egyptian mummy. Only two other 
neoplasms have been diagnosed microscopically in ancient 
material—a squamous papilloma of the hand in an Egyptian 
mummy and possible malignant melanomas in several Peruvian 
mummies. No visceral tumors have ever been identified in 
mummies, and only a few possible neoplasms have been 
detected on gross examination of skeletal material. The satisfac- 
tory preservation of cutaneous histologic and pathologic fea- 
tures in mummies should encourage the performance of addi- 
tional studies. 

(Arch Dermatol 1981;117:364-365) 


he skin has been found to be one of the best preserved 

organs in mummified human remains. Several studies 
have shown remarkable preservation of histologic detail'^ 
and pathologic changes.*? Neoplasms are generally rare in 
ancient material and only two skin tumors have been 
described previously. Sandison* noted a small squamous 
papilloma of the hand in an Egyptian mummy. Urteaga 
and Pack! reported possible malignant melanomas in sev- 
eral Peruvian mummies, although they did not believe that 
their sections were absolutely diagnostic and they did not 
publish photomicrographs. 

Histiocytomas are small dermal nodules seen most often 
on the lower extremities of adults and thought, in some 
eases, to be caused by minimal trauma. The histologic 
picture is of a poorly demarcated mass of collagen, fibro- 
blasts, and histiocytes. Occasionally, substantial amounts 
of hemosiderin and lipid, or dilated vascular channels, are 
seen. The several’synonyms for the lesion, including nodu- 
lar subepidermal fibrosis, dermatofibroma, and sclerosing 
hemangioma, reflect the lack of consensus as to whether 
the lesion is an inflammatory reaction to injury’ or a true 
neoplasm. Although the lesion rarely regresses sponta- 
neously, the persistent but localized course of most histio- 
cytomas is cited as evidence of their benign neoplastic 
nature.'? 
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Fig 2.—Rehydrated skin of heel, showing well-circumscribed 
dermal mass consistent with possible histiocytoma. Overlying 
epidermis is necrotic (hematoxylin-eosin, original magnification 
x 40). 
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This report presents the features of a possible histiocy- 
toma in the mummy of an Egyptian who died approximate- 
ly 2,000 to 3,000 years ago. 


REPORT OF A CASE 


The specimen was one of 7,358 examined by me while I was in 
the upper part of Egypt with an archaeologic expedition. The 
specimens were the remains of 30 persons, fragmented by tomb 
robbers. 

Restrictions on the removal of archaeologic objects made it 
impossible to remove adequate samples of mummy wrappings 
for carbon 14 dating. As the mummies were intrusive burials, they 
could only be dated archaeologically from 1290 Bc to about 200 AD. 
The latter date was the end of the period of mummification in this 
area of Egypt. Specific dates for individual specimens cannot be 
given. 

The specimen consisted of a mummified left heel with an 
attached portion of Achilles tendon partially wrapped in linen (Fig 
1). No gross abnormalities were identified. 

Random samples of the tissue were rehydrated in Ruffer's 
solution (water, aleohol, and sodium carbonate). This solution 
achieved simultaneous rehydration and fixation, and the tissue 
was embedded in paraffin in the same fashion as fresh tissue. 

One section of the skin showed a well-circumscribed dermal 
mass composed of whorled, dark-staining material (Fig 2). A 
Masson’s trichrome stain revealed only a small amount of fine 
fibrous tissue within the lesion, and an iron stain was notably 
positive, with the iron deposition confined to the lesion. The 
overlying epidermis was necrotic. Sections of the tendon were 
unremarkable. 

Histiocytoma seemed to be the most likely diagnosis for the 
findings in this specimen, based on the dermal location, the 
whorled appearance of the lesion, and the presence of the iron 
pigment. Blue nevus was considered in the differential diagnosis, 
but stains for melanin were negative. Melanin is a persistent 
pigment that was identified in the skin and eyes of other 
specimens in this collection.” Hemangioma was another possible 
diagnosis. Overall, however, the small size of the lesion and the 


lack of cellular detail precluded more than a tentative diagnosis. - 


Other possibilities may exist. 


COMMENT 


To my knowledge, the present case represents only the 
third histologic diagnosis of a possible neoplasm in ancient 
remains (the other two tumors were mentioned previous- 
ly). In general, neoplasms seem to have been rare in 
antiquity. Only a few diagnoses of other tumors have been 
made on gross examination of destructive or proliferative 
skeletal lesions.'^'* No visceral neoplasms have ever been 
diagnosed in mummies. 

One explanation offered for this phenomenon is the 
early death of persons in ancient populations. While, 
statistically, this fact is well established, many persons did 
live long enough to acquire such diseases of the aged as 
atherosclerosis,''*** Paget’s disease of bone," and degen- 
erative joint disease. 

An alternative explanation is that neoplasms are not 
well enough preserved for diagnosis. Tumors experimen- 


tally mummified and rehydrated have been shown to be 


remarkably well preserved and easily identified," however, 
indieating that mummified tumors in ancient remains 
could be identified if present. The preservation of skin and 
skin tumors has been well demonstrated. This degree of 
preservation should encourage further studies. 

A larger sample is needed to determine whether the 
incidences of neoplasms of the skin were as low as they 
seem to have been in antiquity. Confirmation of the rarity 
of neoplasia in this organ would suggest that factors 
present only in the modern world are responsible for the 
notable incidence of benign, premalignant, and malignant 
neoplasms seen occurring in the skin in modern times. 


This study was supported in part by grant FRH 60101 from the 
Smithsonian Institution Foreign Currency Program. 
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James Mason, MD, Prapand Apisarnthanarax, MD 


€ A 38-year-old woman had a migratory silicone granuloma of 
the left upper portion of the chest and left upper arm secondary 
to a ruptured breast implant. The initial diagnosis was factitial 
panniculitis. With the common use of silicone in cosmetic 
surgery, physicians should inquire into a possible history of 
silicone injections or implants before ascribing a factitial cause 
to foreign-body granulomas. 

(Arch Dermatol 1981;117:366-367) 


me licae (dimethylpolysiloxane) has been popular for use 
in cosmetic reconstructive surgery for many years. 
Numerous reports on tissue reactions to silicone have 
appeared in the literature. Although pure silicone is rela- 
tively inert and usually causes only minimal tissue reac- 
tions, it has also been reported to evoke a definite 
foreign-body reaction.** 

The granulomas produced by silicone are well known. 
Problems often arise from the movement of silicone in 
tissue and the later disfigurement of the reconstructed 
site. The following case illustrates a patient with the 
clinical and pathologie findings of a migratory silicone 
granuloma at a site distant from the primary implantation 
for which the initial diagnosis was that of factitial pannic- 
ulitis. 

REPORT OF A CASE 


A 38-year-old woman was referred to the University of Texas 
Medical Branch, Galveston, in February 1979, for evaluation of 
suspected factitially induced subcutaneous plaques of four months’ 
duration. In June 1978, approximately three years after bilateral 
augmentation mammoplasty with silicone bag implants, the 
patient experienced a forceful twisting and pulling of the left arm 
and shoulder. Subsequently, in October 1978, three small subeuta- 
neous nodules developed on the inner aspect of her left upper arm. 
During the next four months, these nodules inereased in number 
and size and several coalesced to form plaques with extension onto 
the left upper part of the chest and left shoulder. Biopsy of the 
lesions gave the finding of granulomatous pannieulitis, possibly 
secondary to the injection of foreign lipid material or to traumatie 
fat necrosis. Normal findings for serum lipase level, serum drug 
screen, serum protein electrophoresis, chest roentgenogram, 
serum immunoglobulin levels, clotting studies, antinuclear antibo- 
dy, eryoglobulin levels, and ESR were obtained. Cultures of the 
nodules for acid-fast bacteria and fungi were negative. The 
patient was referred to the University of Texas Medieal Branch 
for further evaluation of the subeutaneous plaques. There was no 
history of other important medical illnesses or surgical procedures, 
and the patient adamantly denied foreign-body injections. 

Physical examination on admission showed a nonmovable, ten- 
der, firm, subcutaneous nodular plaque, measuring 4 X 11 em, on 
the inner aspect of the left upper arm. Another 4 x 8-cm nodular 
plaque was located superiorly and extended over the left breast 
onto the left shoulder area (Fig 1). The left breast was smaller and 
asymmetric when compared with the right breast (Fig 2). The skin 
between the plaques was not involved. No self-injection sites were 
noted. The remainder of the physical examination findings was 
normal. 

The results of the following laboratory studies were all within 
normal limits: complete blood cell count, serum electrolytes, sero- 
Byres Fae ae i ee a a 
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Migratory Silicone Granuloma | 


logie test for syphilis, urinalysis, ESR, serum lipase, and serum 
creatine phosphokinase. Fungal and acid-fast cultures of biopsy 
specimens were subsequently negative. An x-ray film of the chest 
was normal except for bilateral breast implants. An x-ray film of 
the left shoulder was normal. Xeromammograms of both breasts 
showed a normal implant in the right breast, but a smaller, 
irregularly outlined implant in the left breast, with droplets of 
radiopaque material from the implant visible in the soft tissues of 
the breast. A xeroradiograph of the left shoulder showed droplets 
of radiopaque material of the same density as seen in the breast 
implant present in the tissues of the deltoid region. A 2-cm 
incisional biopsy of the plaque on the left arm was performed, and 
the histopathologic picture was that of silicone granuloma. 

The patient was referred to the Plastic Surgery Service for 
evaluation and removal of the silicone granuloma. Subsequently, 
the patient underwent removal of the ruptured implant and 
dissection of the fibrotic masses from the involved areas. The 
leakage of gel seemed to extend from the upper pole of the breast 
along the plane of the pectoralis fascia down into the left upper 
arm. The patient later had replacement of the left breast implant 
with no adverse sequela. 


HISTOPATHOLOGIC FINDINGS 


The incisional biopsy specimen of the left upper arm was 
processed routinely. The epidermis and upper dermis were unre- 
markable except for a sparse perivascular lymphocytic infiltrate. 
In the lower dermis and subcutaneous fat, there were numerous 
oval or round cavities of varying sizes lined by histiocytes and 
macrophages (Fig 3). Most of the cavities contained thin films or 
droplets of an oily substance that did not show birefringence 
under polarized light examination. The tissue reaction between 
the cavities was that of a mixed cell granuloma consisting of 
histiocytes, macrophages, lymphocytes, eosinophils, and multinu- 
cleated giant cells (Fig 3). Some macrophages had foamy cyto- 
plasm; some contained single small cavities filled with an oily 
substance in the cytoplasm. The PAS and scarlet red stains of the 
cavitary material were negative. The findings were typical for 
silicone granuloma. 


COMMENT 


The use of silicone injections and implants for cosmetic 
purposes has been widespread for many years. Originally it 
was used in injectable form, and currently it is principally 
used in implantable gel-filled bags. At present, the injec- 
tion of liquid silicone is banned by the Federal Drug 
Administration except for those holding investigational 
permits. 

It is generally believed that pure silicone behaves as an 
inert polymer and that it is well accepted by the recipient 
with only little tissue reaction.'? However, since it has been 
noted to migrate from sites of injection, certain substances 
(vegetable oils and fatty acids) have been added to induce a 
scarring reaction in tissue that prevents diffusion of 
silicone from the injection site.’* In conflicting reports, 
several authors have noted foreign-body reactions with the 
use of pure silicone without added animal or vegetable 
oils.*-* 

It was thought that Silastic gel implants would circum- 
vent many of the problems encountered with injectable 
silicones. However, the silicone used in the implants varies 
in consistency and cohesiveness, depending on the manu- 
facturer, despite the fact that these characteristics are 
believed to be under strict production controls in the 
United States.* Rupture and subsequent leakage of the 
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Fig 1.—Indurated subcutaneous plaque on 
left upper arm and left upper chest. 


Fig 2.—Patient had asymmetric breasts 
with left breast irregular in contour and 





silicone gel into surrounding tissues has been noted second- 
ary to the release of fibrous contractures surrounding the 
breast implants with the use of the “squeeze technique” of 
closed capsulotomy.*'" Capozzi et al" reported that the 
rupture of gel-filled implants with subsequent diffusion of 
silicone can be due to very minor trauma. The formation of 
silicone granulomas resembling those of foreign-body ori- 
gin has resulted from the diffusion of leaked silicone gel 
into various areas of the body adjacent to and at consider- 
able distance from the original implant.**- The oecurrence 
of this phenomenon is seldom recognized unless a patient 
becomes aware of a sudden discrepancy in breast sizes or 
notes the fibrotic masses produced by the migrating gel. 

The route of spread by the gel into the upper extremity 
has been postulated to be through the vascular sheath 
around the axillary vessels. Through this pathway of least 
resistance, enhanced by the muscular movements of the 
upper extremity and by gravity, the gel reaches the area 
above the antecubital fossa." Lymphatic spread cannot be 
excluded as a possible alternate route. Several reports 
suggest the possibility of vascular spread to the lymph 
nodes, lung, spleen, ovary, and adrenal gland.*:!2-" 

There are conflicting reports regarding the polarizing 





Fig 3.—Mixed cell granuloma in lower dermis and subcutaneous fat with cystic cavities 
containing silicone (hematoxylin-eosin, x 450). ; 


properties of silicone. Winer et al* reported bright shining 
crystals and fluorescent granules in three cases of silicone 
granuloma, one of which was due to a pure silicone 
mixture. Several authors have reported no birefringence in 
silicone granulomas.'** We did not see any erystalline or 
doubly refractile material in our patient and agree with 
Nosanchuk* that the finding of polarizable crystals in 
silicone granulomas probably reflects the presence of 
adulterants added to the silicone. 

Silicone granulomas usually appear clinieally as subeuta- 
neous nodules and plaques. The silicone granuloma may 
first be mistaken for a variety of other disorders, and the 
diagnosis may be obscured or delayed by the consideration 
of a factitial cause for the lesions. The clinical differential 
diagnosis includes particularly factitial pannieulitis or 
other types of panniculitis. Our patient had a history of 
trauma to the involved area prior to the development of 
subcutaneous nodular plaques, first thought to be factitial 
in origin. Since the diagnosis of subcutaneous nodules and 
plaques often depends on biopsy of the lesions, this impor- 
tant procedure, as well as inquiry into the history of 
previous silicone injections or implants, is critical to the 
diagnosis of silicone granuloma. 
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LTC Stephen W. White, MC, USA, COL Orlando G. Rodman, MC, USA 


e Pseudofolliculitis can occur wherever hair is cut. A perforat- 
ing, ingrowing vibrissa developed in our patient, who admitted to 
cutting his nasal hair. We call this condition “pseudofolliculitis 
vibrissa.” 

(Arch Dermatol 1981;117:368-369) 


T )seudofolliculitis is caused by ingrown hairs. The patho- 

logic process is an inflammatory foreign-body reac- 
tion. The lesion is a red papule or papulopustule. Vibrissae 
are “hairs in the nostrils of man, so called because when 
they are plucked the head is shaken."' The trimming of 


= vibrissae is common in men and women for cosmetic 


reasons. 

Recently we saw a patient who had an ingrown hair that 
perforated the nasal septum below the cartilage. We think 
the mechanism for this was the same as that observed for 
pseudofolliculitis elsewhere.’ This condition differs from 


| perforating folliculitis of the nose. 


REPORT OF A CASE 


A 70-year-old man had periodically cut his vibrissae with a small 
scissors. One week before we first saw him, a painful lesion had 
developed on his nasal septum at the vestibule. Physical examina- 
tion revealed a painful 6-mm red nodule just inside his left nostril 
(Figure). 

A tentative diagnosis of bacterial folliculitis was made. The 
nodule was incised and the purulent drainage was cultured for 
bacteria. Staphylococcus epidermidis grew from the culture. Oral 
erythromycin stearate had already been prescribed (250 mg four 
times a day). Ten days later, the lesion showed no improvement. 
Again, the pustule-nodule was incised and drained, and the patient 
began taking 250 mg of oral dicloxacillin sodium four times a day. 
A week later the legion was unchanged and a deep-shave biopsy 


. was performed. At the base of the wound there was a 2-mm section 
of a single sharp-ended vibrissa. This hair was grasped in the 


opposite nostril and pulled out through the nasal septum. The 
lesion resolved in a week. The shave biopsy specimen showed 
nonspecific acute inflammation of nasal mucosa. 


e —— BÓ MÀ 


Accepted for publication Nov 4, 1980. 
From the Dermatology Service, Department of Medicine, Walter Reed 


F Army Medical Center, Washington, DC. Dr White is now with the Derma- 
 tology Service, West Point, NY. 


The opinions expressed are those of the authors and are not to be 
construed as official or as reflecting the views of the Department of the 
Army or the Department of Defense. . 

Reprint requests to Dermatology Service, Department of Medicine, 
Walter Reed Army Medical Center, Washington, DC 20012 (Dr Rodman). 


/ . ," - . aca, "TUM A 


uero PM = WIL 
Lum o RE at in od ME o i. cfe 


COMMENT 


Pseudofolliculitis is a foreign-body reaction to ingrown 
hairs. Cut hairs, especially after shaving, have sharp distal 
ends. If the hairs involved have a tendency to curl they may 
become ingrown either within the follicle or adjacent to it. 
The pathogenesis of pseudofollieulitis was described 25 
years ago,"* but some controversy over management per- 
sists.^^ 

Pseudofollieulitis most commonly affects the beard. 
However, it has been reported to occur on the scalp on 
children, in the pubic area, on the neck," and, infrequent- 
ly, in the axillae in women. In most cases, the eruption 
followed the shaving of hair. 

The first report of Culver’ of perforating folliculitis 
naris (PFN) and the report of Palmer’ described a 
perforation to the external skin caused by a vibrissa hair. 
These early descriptions carefully excluded the diagnosis 
of ingrown hairs. Although subsequent reports have been 


Red nodule on nasal septum at vestibule of left nostril. 








few," PFN is described in major dermatology texts." In 
PFN, the infection perforates, bulb end first, to the 
external skin of the tip of the nose. We think the lesion in 
our patient had an entirely different mechanism, ie, an 
inflammatory response resulting from an ingrown hair 
that penetrated tip first. 

Bacterial folliculitis or furunculosis in the nose is not 
unusual, and is commonly of staphylococcal origin. A 
bacterial infection in this area can have severe conse- 
quences. Nasal mucosal or follicular infeetions have been 
the precursors of facial cellulitis and even cerebral sinus 
thrombosis. With the possibility of such serious conse- 
quences, the management of an infection in this area must 
be prompt and precise. If there is a strong suspicion of 
bacterial folliculitis, the patient may well benefit from 
antibiotic therapy for systemic effect. 

We were surprised to find a filiform foreign body at the 
base of the patient’s lesion. The hair had its origin in the 
opposite nostril. The distal end was sharp, without taper, 


. . s 


indicating that it had been cut in the past. 

Tight curl or kinkiness of body hair is a function of 
sharply angulated hair follicles.** Vibrissae have a natural 
tendency to curl. When curly hairs are cut short they are 
left with sharp ends that can perforate the skin with 
further hair growth. This process may be obvious on the 
face or neck but is either not apparent or is easily 
overlooked in the nose. An ingrown vibrissa was certainly 
not obvious when we inspected the lesion of our patient. 
The possibility of pseudofolliculitis in the nose should lead 
to questioning of the patient about the cutting of nasal 
hair and careful examination for ingrown hairs. 

In both pseudofolliculitis of the nares and perforating 
folliculitis of the nose it is necessary to remove the 
offending hair to cure the disease. We hope the clinician 
will have these diagnoses in mind when confronted with a 
papulopustule or nodule on the mucosal surface or the 
external surface of the nose. 
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JOSEPH F. WALTER, MD, COORDINATOR 
University of California School of Medicine, San Diego 


PATHOLOGY QUIZ CASE 1 


Jaime A. Tschen, MD, 
Baylor College of Medicine, Houston 


A 43-year-old man complained of a recurring eruption 


that had first appeared after a urinary tract infection at 


the age of 20 years. He had had a second episode of a 


similar rash 13 years later. The present episode was the 
third and most severe of his relapses and was unresponsive 
to treatment with topical fluocinonide (Topsyn) twice a day 
for two months. Associated with the current exacerbation 
of the rash was a 22-kg weight loss, mild dysuria, and 
progressive incapacitating polyarthritis unresponsive to 
200 mg/day of indomethacin. Between flares, he had been 
completely free of disease. 

Examination showed an extensive papular and pustular 
skin eruption in an acral distribution. The eruption became 
confluent on his palms and soles and formed hyperkeratot- 
ic plaques (Fig 1). There was dystrophy of the fingernails 


and toenails and an erosion of the hard palate. Erythema- 
tous scaling lesions were present on the glans penis (Fig 2). 
The knee and ankle joints were swollen and tender, and 
there were contractures of the distal phalanges of two 
fingers of his left hand. 

Laboratory studies disclosed the following values: hemo- 
globin, 9.2 g/dL; hematocrit, 27%; and WBCs, 5,300/cu mm, 
with a normal differential cell count. Urine cultures were 
negative. Roentgenograms of the ankles and knees showed 
only periarticular soft-tissue swelling. Evaluation of the 
patient’s main histocompatibility complex showed the 
presence of HLA-B27. Serum rheumatoid factor and anti- 
nuclear antibody test results were negative. A section from 
a biopsy specimen of a papular lesion is seen in Fig 3. 

What is your diagnosis? 


PATHOLOGY QUIZ CASE 2 


d CPT John L. Peterson, MC, USA, 
Walter Reed Army Medical Center, Washington, DC 


A 66-year-old man complained of an asymptomatic lesion 
on his right thumb that had been gradually enlarging for 
15 years. Physical examination showed a solitary, nonten- 
der, firm, 8-mm flesh-colored nodule located over the dorsal 
interphalangeal joint of his right thumb (Fig 1). Joint 


motion was not restricted. Laboratory tests disclosed no 
pertinent abnormalities. Sections from a biopsy specimen 
are shown in Fig 2 and 3. 

What is your diagnosis? 


Residents and fellows in dermatology are invited to submit quiz cases to this section. Cases should follow the 
established pattern and be submitted double-spaced and in triplicate. Photomicrographs and illustrations must be 
clear and submitted as positive color transparencies (35 mm). Do not submit color prints unless accompanied by 
original transparencies. If photomicrographs are not available, the actual slide from the specimen will be 
acceptable. Material should be accompanied b by the required copyright transfer statement, as noted in Instructions 
for Authors. Material for the RESIDENT’S PAGE should be submitted to Joseph F. Walter, MD, Division of 
Dermatology, University of California Medical Center, San Diego, CA 92103. Reprints are not available. 

Funds for the color reproductions are provided in part by Neutrogena Dermatologics, Los Angeles. 
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PATHOLOGY QUIZ CASE 2 





Figure 1. 
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Clinical and Pathology Diagnosis 


PATHOLOGY QUIZ CASE 1 


Pathology Diagnosis: Pustular psoriasis (consistent with 


Reiter’s syndrome). 


The skin biopsy specimen demonstrated hyperkeratosis, 
parakeratosis, regular acanthosis, and an upper dermal 
mononuclear cell infiltrate. In the epidermis, there was a 
spongiform pustule containing numerous polymorphonu- 
clear leukocytes. 

Reiter’s syndrome consists of nonspecific urethritis, 
conjunctivitis (usually short lived), asymmetric arthritis of 
major weight-bearing joints, and mucocutaneous manifes- 
tations characterized by hyperkeratotic, erosive, and pso- 
riasiform lesions.: The tetrad may occur in any order of 
sequence. Constitutional symptoms, ie, anorexia, weight 
loss, moderate fever, and weakness, may accompany the 
more severe attacks. About half of the patients experi- 
enced recurrences manifesting one or more components of 
the tetrad. 

Cutaneous involvement is characterized by conical, 
hyperkeratotic, scaling lesions that coalesce and have the 
appearance of a geographic relief map (keratoderma blen- 
norrhagica). Guttate lesions typical of pustular psoriasis 
may appear. Nail involvement is the most persistent 
mucocutaneous lesion and balanitis most commonly 
occurs. Arthritis is usually the chief complaint and can 
range from a monoarthritis to an asymmetrical polyarthri- 
tis. 


A definite diagnosis of Reiter's syndrome can be made in 
the presence of arthritis with two other members of the 
tetrad. A presumptive diagnosis is often made with a 
combination of arthritis and one of the other disease 
features. A positive test result for HLA-B27 is almost 
always present. This histocompatibility antigen may be 
associated with other processes, ie, ankylosing spondylitis, 
nonspecific uveitis, and psoriasis with arthritis. 

Other laboratory findings in Reiter's syndrome include 
normochromie normocytic anemia, pyuria, and hematuria. 
Synovial fluid may have leukocyte counts as high as 60,000 
cells/cu mm. Roentgenograms show periosteal new bone 
formation, particularly visible in the inferior ealeaneus 
(heel spur). Destructive joint changes may be prominent. 
An especially poor prognosis has been linked to the pres- 
ence of heel pain early in the course of the disease.' 
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PATHOLOGY QUIZ CASE 2 


Pathology Diagnosis: Giant cell tumor of tendon sheath 
(GCTTS). 

A biopsy specimen demonstrated a large fibrocellular 
tumor mass with partial fibrous encapsulation located 
throughout much of the dermis (Fig 2). The cells constitut- 
ing the tumor varied in size, shape, and nuclear chromatin 
pattern. They appeared as large histiocytic, polyhedral 
cells with prominent nuclei containing one or more central 
nucleoli and ample, sometimes vacuolated, cytoplasm. 
Numerous multinucleated giant cells were scattered 
throughout the tumor (Fig 3). The stroma tended to show 
eosinophilic hyalinization. 

The GCTTS appears as a discrete nodule attached to a 
tendon.' Its occurrence is most common in young to 
middle-aged women. The tumor is usually found on the 
finger and is firm, less than 3 cm in diameter, and yellow to 
flesh-colored in appearance. It is asymptomatic unless 
there is associated impairment of joint motion. Although 
GCTTS is typically a slow-growing tumor, rapid accelera- 
tion of growth can occur. 

Histologie examination of GCTTS shows a fibrocellular 
tumor with histiocytic-appearing polyhedral cells that may 
be laden with lipid or hemosiderin.' Multinucleated giant 
cells can be found along with stromal hyalinization. There 
is a tendency for the tumor to be encapsulated.’ Mitotie 
figures and erosion of contiguous bone can be seen. 

The appropriate treatment is excision. Surgical exposure 
shows the lesion's attachment to joint fascia’ and 


apparent encapsulation.' The tumor may be lobulated, 
often making total removal difficult. If the tumor recurs, 
reexeision should be attempted. 

The GCTTS is believed to be a variant of fibrous 
histiocytoma, although its origin is still questioned. Some 
authors believe that it is a true neoplasm while others 
consider it to be a fibrocellular reaction to injury. Although 
malignant changes have been reported, GCTTS is gener- 
ally thought to be a benign tumor. 


The opinions expressed herein are those of the author and are not to be 
construed as official or reflecting the views of the Department of the Army 
or the Department of Defense. 
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The most thoroughly tested sunblocking lotion 


- (SPF 15) in the world.” 
SUPER SHADE 15 with Padimate 0 and oxybenzone is formulated for people who can 
tolerate little sun exposure. 
e Ultra protection for highly sun- e Cosmetically acceptable 
sensitive skin lotion base 
@ Prevents sunburning and tanning e Virtually non-staining and 
e All-day protection against sunburn non-stinging 
@ Provides protection in both the sunburn range e Contains no drying alcohol 
(UVB) and the drug photosensitivity range (UVA) @ Contains no paraben 
of ultraviolet light preservatives 
k € Non-Comedogenic @ Resistant to wash off by 
@ Prevents ultra-violet induced skin cancer (in swimming and perspiration 
laboratory animals) @ For maximum protection, 
| @ Reduces ultra-violet induced aging changes follow label directions 
| (in laboratory animals) @ Available in 4 oz. and 8 oz. 


The Food and Drug Administration’s Advisory Panel on sunscreens has recommended a 
Sun Protection Factor of 15 as the highest allowable designation for sunscreen products 
under the proposed monograph. While the test results for SUPER SHADE show a higher Sun 
Protection Factor than 15, the product is labeled according to Proposed Monograph 
Claims for sunscreen products. 


Liberal and regular use of SUPER SHADE 15 may help reduce chances of skin cancer due to 
long-term overexposure to the sun. 





*Based on published scientific studies 


© 1981 Plough, Inc. 
. Memphis, TN 38151 


Your patients who require ultra sunburn protection will appreciate your recommendation 
of SUPER SHADE 15. 
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Follow this blueprint 
for a more efficient, 
more profitable practice! 








What is a well-designed, efficient medical office? What size facility do you 
need? How much will it cost? Should you build or rent? 

You've probably asked yourself those questions. They're tough ones to 
answer and important ones. But you'll find the answers—detailed 
ones—the P/anning Guide for Physicians Medical Facilities, published by 
the American Medical Association. 

Whether you're building or remodeling your office or moving into your 
first practice setting, this guidebook offers invaluable practical information 
on planning your office for maximum efficiency. Contents include: 


BASIC PLANNING: 
PLAN BEFORE BUILDING 


Basic Planning Ħ Unit Planning * Locating 
the Facility e Rent Versus Ownership * 
Professional Planning Assistance * 
Hospitals - Topography - Orientation * 
Choice of Property e Financing the Building 
and Equipment e Parking * Access and 
Parking 


OFFICE CONSTRUCTION: 
INSIDE AND OUT 


How Much Space * The Remodeled Building e 
Improving Leased Space * The New Building 
e Choice of Materials e Casework Walls - 


Partitions e Heating - Ventilating - Air 

Conditioning € Lighting and Electrical 

Service e Plumbing e Soundproofing * 
Landscaping 


YOUR OFFICE INTERIOR: 

PUTTING THE PIECES TOGETHER 
Reception Room * Reception and Business 
Office + Examining and Treatment Room e 
Consultation Room * Laboratory e X-ray 
Rooms * Utility Storage Areas * Furniture - 
Fixtures - Equipment ¢ Color e 

Larger Facilities 


OFFICE CONDOMINIUMS: 
WHAT YOU SHOULD KNOW 


Order Dept., OP-439 
American Medical! Association 
P.O. Box 821 

Monroe, Wisconsin 53566 


| | 
| | 
| | 
| | 
| Please send me — . copy(ies) of the Planning | 
| Guide for Physicians' Medical Facilities, OP-439. | 
| Price: $4.50 per copy. Enclosed is my check for | 
| $ . , payable to the AMA. Payment must | 
| accompany order. Please add $1.50 per order for | 
| handling charge. | 
| | 
| | 
| | 
| | 
| | 
| | 
| | 
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EURAX 


crotamiton — 
Cream and Lotion. 
Antipruritic, Scabicide 


Description: Eurax provides 1096 of the synthetic 
N-ethyl-o-crotonotoluide, in a vanishing-cream or 
emollient-lotion base containing: glyceryl mono- 
stearate, lanolin, PEG 6-32, glycerin, polysorbate 80, 
methylparaben, propylparaben, perfume, and 
oxyquinoline sulfate. In addition, the cream con- 
tains liquid petrolatum and white wax; the lotion, 
liquid petrolatum and carboxymethylcellulose. 


Actions: Eurax has scabicidal and antipruritic 
actions. The mechanisms of these actions are 
not known. 


Indications: For eradication of scabies (Sarcoptes 
scabiei) and for symptomatic treatment of pruritic 
skin. 


Contraindications: Eurax should not be adminis- 
tered to patients who are allergic to it or who 
manifest a primary irritation response. 


Warnings and Precautions: Eurax should not be 
applied to acutely inflamed skin, raw, weeping 
surfaces, or in the eyes or mouth. Its use should 
be deferred until acute inflammation has subsided. 


If severe irritation or sensitization develops, treat- 
ment with this product should be discontinued and 
appropriate therapy instituted. 


Adverse Reactions: Allergic sensitivity or primary 
irritation reactions may occur in some patients. 


Dosage and Administration: /n Scabies: Thoroughly 
massage into the skin of the whole body from the 
chin down, paying particular attention to all folds 
and creases. A second application is advisable 

24 hours later. Clothing and bed linen should be 
changed the next morning. A cleansing bath should 
be taken 48 hours after the last application. 


In Pruritus: Massage gently into affected areas 
until medication is completely absorbed. Repeat 
as needed. 


How Supplied: Cream: 60-g tubes; Lotion: 2-0z 
(60 ml) bottles. 








Dual-action EURAX® (crotamiton) 
LOTION ...a preferred alternative 


Also available in cream formula for 
greater prescribing versatility. 


LUIESTLUIOOD® 


PHARMACEUTICALS INC. . 
Buffalo, New York 14213 


©1981 W.P. Inc. E 





A more specific dual-action profile 


Scabicidal & antipruritic, specific 
dual action for scabies... effec- 
tively eradicates scabies mites 
and eliminates the need for addi- 
tional antipruritic agents. 


DUAL-ACTION 


EURAX 


crotamiton) lotion 





Specifically indicated for scabies; 
useful in patients of all ages... for 
effective, simultaneous treatment 
of the entire family, including 
infants. 


crolamiton 





Lotion 
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Uniquely pleasant lotion, formu- 
lated for maximum patient 
acceptance. 


For specific 
dual action for 
the entire family. 


WESTWOOD” 


PHARMACEUTICALS INC. 
Buffalo, New York 14213 
x l 


S Laticin «t5 topical solution 
caer Inhibits P acnes: 


When two in vitro studies compared the inhibitory action of several antibiotics 
against P. acries, the erythromycin action of Staticin showed Minimum Inhibitory 
Concentrations of less than or equal to 0.25 mcg/ml in 8 of 9 isolates of P acnes.- 
Clindamycin phosphate showed MIC's of 0.25 to 8.0 mcg/ml in 8 of 9 isolates.T 


TOne isolate exhibited resistance to both erythromycin and clindamycin phosphate. 
. With Erythromycin Action 
T " a * 
..Dlearly as active as Clindamycin Phosphate: 


*Note: /n vitro activity does not necessarily imply in vivo efficacy. 





 Staticin...clinical efficacy with well-established safety — 
Ina recently'completed 12-week study, 25 Staticin-treated patients — 
showed: 
94% reduction in P acnes counts 
B /1% and 60% mean reductions in pustules and papules 


excellent or good global response in 76% of the Staticin- 
treated group after 12 weeks 


No diarrhea or irreversible adverse reactions have been reported 
in any of the controlled double-blind trials conducted with Staticin. 
For a summary of adverse reactions that have occurred, please see 
brief summary of prescribing information. 


` New consistency in topical antibiotic therapy 
for acne vulgaris... 


BI Non-aqueous, desquamating vehicle stabilizes antibiotic action 


oimple, direct application; no applicator top to clog or retain 
foreign matter 


E Hemains stable for two years 


üt Only 61% of the price of Clindamycin Phosphate 
topical solution. 


"Wholesale direct price (Source: 1980 Redbook updates from Drug Topics). 





Staticin® 
(erythromycin) 
1.5% Topical Solution 


x 


DESCRIPTION — Contains 15 mg/ml erythromycin base 
in a clear solution vehicle of 55% alcohol, propylene 
glycol, laureth-4 and fragrance. 


CONTRAINDICATIONS — Hypersensitivity to erythro- 
mycin or any of the other listed ingredients. 


WARNING — Safety in pregnancy or lactation has not 
been established. 


PRECAUTIONS — For external use only. Keep away from 
eyes, nose, mouth and other mucous membranes. Due to 
possible cumulative irritancy, caution is urged for con- 
comitant topical acne therapy, especially when using 


desquamating or abrasive agents. 


a 


The use of antibiotic agents may be associated with the 
overgrowth of antibiotic-resistant organisms. If this 
occurs, discontinue use and take appropriate measures. 


ADVERSE REACTIONS — Erythema, désquamation, 
tenderness, dryness, pruritus and oiliness are among the 
reactions reported in the majority of patients. One 
generalized urticarial reaction, possibly drug-related, 
was reported. 


HOW SUPPLIED—STATICIN solution, 60 ml amber glass 
bottle, NDC 0072-8000-60. 


U.S. Pat. 4,000,263 


WESTWOOD” 


PHARMACEUTICALS INC. 
Buffalo, New York 14213 


©1981 V. P. Inc. 


In Canada, Belleville, Ontario K8N5E9 


THE 


MICROBICIDALLY 
CLEAN FACE 


BETADINE 


SKIN CLEANSER 


Kills three organisms 
often associated with 
acne vulgaris, as it cleanses 


—Kills Corynebacterium acnes, Staphylococcus 
epidermidis and Pityrosporon. 

——Helps prevent spread of infection from acne 
lesions. 

— May be employed as adjunctive topical treatment 
for the control of acne vulgaris: 

—-.Virtually nonirritating to skin, with no essential 
change in the skin acid mantle. (In the rare 

instance of local irritation or sensitivity discontinue 
use by the individual.) 


Jb  **Hudson, A.L.- Clin Trials J 10:23. 1973 
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INIRODUCING 
lopical erythromycin at 
anew level of potency 
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TOPICAL 
SOLUTION 
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Please see prescribing information on fourth page following. 
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And eliminate the rigamarole and 
uncertainty of extemporaneous compound 
prescriptions for topical erythromycin. A 
ready-to-use, stable, clear solution of 296 
erythromycin, subject to strict quality 
control procedures: A/T/S 2% Topical 
Solution for acne. 


Please see, prescribing information on third page following. 


0% 


TOPICAL 
SOLUTION 


oy ENOMClh 


a new level 
of potency in topical 
erythromycin therapy 





* 
A/T/S 2% Topical Solution acts to reduce inflammatory 
lesions of acne vulgaris. Although the mechanism of 
action is unknown, it is presumably due to its 
antibiotic action. 
* 
Special applicator enclosed with package. Easy for 
patients to dab medication on lesions— without 
waste, without mess. 
& 


Cosmetically acceptable solution —a particular 
advantage when treating fastidious teenagers. 
* 

No skin staining, no photosensitivity, no skin 
fluorescence when exposed to black light commonly 
used in discotheques. 

* 


Cost advantage: a new level of topical erythromycin 
potency at the same cost as the available 1.596 
erythromycin solution. Based on dosage, less 

expensive than other topical antibiotic preparations." 


"Source: 1980 Redbook Executive Price Service and company price lists. 
Based on average wholesale price. 


Please see prescribing information on second page following. 
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: Clinical studies of A/ T/S erythromycin 
-. 296 topical solution: steady reduction of 
— papules and pustules over 12 weeks" 


E 

| Total Total 

E No.of papules No. of papules 
E .. and pustules and pustules 
E before after 

E treatment 3 weeks 6 weeks 9 weeks 12 weeks 





Based on a 12-week double blind study com- 
paring A/T/S 296 Topical Solution (81 patients 
evaluated) with the A/T/S vehicle (75 patients 
evaluated) in acne vulgaris at b.i.d. dosage. With 
the A/T/S vehicle, papules and pustules were 
reduced from 1989 to 1338 over the 12-week 
period. Of the total of 90 patients exposed to 
A/T/S 296 Topical Solution, 17 experienced 
some type of adverse effect, including dry 
skin, scaly skin, pruritus, irritation of the eye 
and burning sensation."* 


**Data on file and available on request from 
Hoechst-Roussel Pharmaceuticals Inc., 
Somerville, New Jersey 08876. 


Please see prescribing information 
on the following page. 
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Description A/T/S™ (erythromycin) is an 
antibiotic produced from a strain of Strep- 
tomyces erythraeus. It is basic and readily 
forms salts with acids. Each mL of A/T/S (ery- 
thromycin) topical solution contains 20 mg of 
erythromycin base in a vehicle consisting of 
alcohol, propylene glycol, and citric acid. The 
alcohol content is 66%. 


Actions Although the mechanism by which 
A/T/S acts in reducing inflammatory lesions of 
acne vulgaris is unknown, it is presumably due 
to its antibiotic action. 


Indications A/T/S is indicated for the topical 
control of acne vulgaris. 


Contraindication A/T/S is contraindicated 
in persons who have shown hypersensitivity to 
any of its ingredients. 


Warning The safe use of A/T/S during preg- 
nancy or lactation has not been established. 


Precautions  A/T/S is for external use only 
and should be kept away from the eyes, nose, 
mouth, and mucous membranes. Concomitant 
topical acne therapy should be used with cau- 
tion because a cumulative irritant effect may 
occur, especially with the use of peeling, des- 
quamating, or abrasive agents. 

The use of antimicrobial agents may be as- 
sociated with the overgrowth of antibiotic- 
resistant organisms; in such a case, antibiotic 
administration should be stopped and appro- 
priate measure taken. 


Adverse Reactions Ofa total of 90 patients 
exposed to the drug during clinical effective- 
ness studies, 17 experienced some type of ad- 
verse effect. These included dry skin, scaly 
skin, pruritus, irritation of the eye, and burning 
sensation 


Dosage and Administration A/T/S should 
be applied to the affected area twice a day 
after the skin is thoroughly washed with warm 
water and soap. Moisten a pad with A/T/S, 
then rub the pad over the entire facial area. 
Acne lesions on the neck, shoulder, chest, and 
back may also be treated in this manner. 


How Supplied Topical solution — 60 mL. 
Store at controlled room temperature: 15° to 
30°C (59° to 86°F). 


Q 7512-281 
Literature issued 10/80 


Manufactured by Eli Lilly and Company 
Indianapolis, Indiana 46206 for 


HOECHST-ROUSSEL 
bs PHARMACEUTICALS INCORPORATED 
SOMERVILLE, NEW JERSEY 08876 


HG TM HOEST AG 
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Lots of smart companies 
have high blood 
pressure control 








Burlington 


MASSACHUSETTS MUTUAL LIFE INSURANCE OMPANY v 
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PRIN YF Ok MASSACHUSETTS 


Campbell Soup Company 
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Afef — olapminoooles 
What about yours? 


Uncontrolled high blood pressure is a major health problem. About 26 
million workdays and billions of dollars are lost each year because of 
high blood pressure. 

But high blood pressure can be easily detected and controlled. 
Proper treatment, every day, can prevent heart failure, kidney dise 
stroke and premature death caused by high blood pressure. 

Many companies, large and small, have successful on-the-job hig 
blood pressure programs for their employees and management. 
into it. You can save time and money. And protect your employe 
health. To find out the whole story write: 


Ms. Judie LaRosa 
Worksetting Programs Coorg 
National High Blood Press 
Program 

Bethesda, MD 20205 


High blood pressure. Treat i 


National High Blood Pressure Education Prograg 
National Heart, Lung. and Blood Institute 
U.S. Department of Health and Human Servi 
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Short Reports 


SHORT Reports usually concern a single case report. Text must be typewrit- 
ten, double-spaced, with not more than six references, and should not 
exceed 600 words. If tables or figures are elements of the manuscript, 
please limit text length to 400 words with a total of either three figures or 
tables, or a combination of both. Tables must not exceed 12 lines in depth, 
including the title. For manuscripts containing either one figure and one 
table, or two figures or two tables, maximum teat length is 500 words. 
Manuscripts with text only may contain up to 600 words. The usual 
synopsis-abstract should be omitted. For other details, including copyright 


procedure, see “Instructions for Authors.’ 


Polymorphic Light Eruption 


Exacerbation From Photocopier Exposure 


Mark J. LeVine, MD 


Polymorphic light eruption (PMLE) is a chronic photoder- 

matosis that may be acquired or hereditary’ and has a 
slight propensity for women. Generally, the lesions (which 
may be papules, plaques, or vesicles), are confined to 
sun-exposed areas, although they occasionally appear on 
nonexposed sites. The activating wavelengths seem always 
to include middle wavelength ultraviolet (UV) radiation 
(UV-B, 290 to 320 nm)? and, on occasion, long wavelength 
UV radiation (UV-A, 320 to 400 nm).*? The case reported 
herein offers further evidence that the lesions of PMLE 
may be provoked by naturally occurring or artificially 
produced UV-A. 


Report of a Case 


A 42-year-old woman (who took no medication) had a 16-year 
history of photosensitivity. Four to six hours after exposure to 
sunlight for ten minutes, pruritic, erythematous papules devel- 
oped on all exposed areas. The lesions appeared even when she was 
exposed to sunlight through window glass and remained for 
approximately seven days without additional sun exposure. The 
first occurrence of her photosensitivity was noted shortly after her 
third pregnancy. She described no tendency to reduced reactions 
with repeated sun exposures, and there was no family history of 
photosensitivity. Her rash disappeared completely during Decem- 
ber 1979, as it had in all previous winters. In January 1980, she 
noticed that the papules had reappeared on her chin and forehead 
in the evening of a day when she had used a photocopier for a 
considerable amount of time. Without further exposure to the 
photocopier, the papules resolved within two weeks. When she 
deliberately reexposed herself to the copying machine for 30 
minutes, the lesions reappeared on her chin and forehead. 

On physical examination, the patient was a fair-skinned white 
woman with discrete, erythematous papules on her chin, forehead, 
forearms, and the dorsal surfaces of her hands. She had none of the 
skin changes attributed to long-term sun exposure. 

Laboxatory investigations disclosed that the following values 





From the Department of Dermatology, University Hospitals of Cleve- 
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were either negative or normal: urinalysis, ESR, complete blood 
cell count, 24-hour urine collection for quantitative porphyrins, and 
RBC porphyrin determinations. A skin biopsy specimen showed 
minimal epidermal intracellular edema with dilation of the upper 
dermal vessels and a moderate lymphohistiocytic perivascular 
infiltrate. Direct immunofluorescence microscopy findings were 
normal for IgG, IgA, IgM, and complement. Phototesting on 
separate sites with UV-A and UV-B (290- to 400-nm) fluorescent 
lamps and with a 2.5-kW xenon-are lamp (with grating mono- 
chromator set at 305 and 350 nm with a half-bandwidth of 20 nm) 
produced discrete erythematous papules on the upper part of the 
patient’s back after exposure to 0.67 joules of UV-A and 3 
millijoules of UV-B. The papules appeared 12 hours after the UV 
exposures. 


Comment 


Although the initiating factor (sunlight) for PMLE 
seems well established, the pathophysiology of the pruri- 
tus, erythema, and papules is not understood. In attempt- 
ing to elucidate this mechanism, many investigators have 
studied the minimal erythemal dose (MErD) or the devel- 
opment of abnormal morphologic responses to phototest- 
ing. 

The MErD is a fairly imprecise test that gives a wide 
range of values even in normal control subjects. Although 
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Spectral power distribution of tungsten-iodine lamp (dotted line) 
showing presence of ultraviolet-A and its relative intensity in total 
emission of lamp. Spectral power distribution of tungsten filament 
(solid line) at standard operating temperatures (3,200 °K) is also 
shown. 
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there may be a difference between patients with PMLE 
and normal controls? most authors have reported that 
within the UV-B range, there is no detectable difference in 
the MErD between the two groups.*** However, there 
seems to be a difference in the MErD within the UV-A 
(320- to 400-nm) range.** Another distinguishing factor is 
that erythematous papules develop in many patients with 
PMLE on phototesting.'' 

In the past decade, there have been explosive technologic 
developments in photocopying. The spectral power distri- 
bution of a typical machine with a quartz-halogen lamp 
(Figure) extends from 300 nm, with increasing intensity, 
to the visible region. However, since these machines have a 
glass plate separating the lamp from the operator, it is 
likely that papules developed in the patient described in 
this report because of the UV-A and not because of the 
UV-B emitted by the lamp. 

This case report offers further support for the observa- 
tion that the action spectrum of PMLE extends into the 
UV-A region. It also demonstrates the importance of 
recognizing that photosensitivity may be induced by artifi- 
cial as well as natural light sources. 


This investigation was supported in part by N Dew Institutes of Health 
grant RR 05410-9. 

The RBC porphyrin determinations were performed by Maureen B. 
Poh-Fitzpatrick, MD. Dr LeVine is an Andrew W. Mellon scholar. 
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Eruptive Syringomas in Down’s Syndrome 


Craig D. Urban, MD; Joe R. Cannon, MD; Richard D. Cole, MD 


Gytingomas occur with increased frequency in patients 

with Down’s syndrome. It has been previously reported 
that these lesions are limited to the region around the 
eyes. A patient with Down’s syndrome had eruptive 
syringomas in a plaque-like distribution around the neck. 


Report of a Case 


A 17-year-old girl with Down’s syndrome was seen in a derma- 
tology clinic for a nonpruritic eruption of her neck of two years’ 
duration. Reportedly, the eruption had arisen in several successive 
. erops of lesions during that time. There was no history of lesions 
elsewhere on the patient's body, except around the eyes. These 
lesions were similar to the lesions on the neck and had occurred at 
approximately the same time. 

On physieal examination, the patient had a typical mongoloid 
facies. Numerous soft, oblong, fleshy papules, measuring 2 to 5 
mm, were distributed in a linear fashion along the skin folds of the 
anterior aspect of the neck (Fig 1). Numerous individual papules 
extended to the base of the neck and to the anterior side of the 
chest; some papules coalesced to form plaques. There were a few 
scattered periorbital lesions of similar nature. The skin of the 
axillae, abdomen, and extremities was normal. 

The differential diagnosis included lichen planus, lichen simplex 
chronicus, acanthosis nigricans, multiple syringomas, and pseu- 
doxanthoma elasticum. 

A skin biopsy specimen showed numerous ducts that were 
formed by two rows of epithelial cells embedded in a fibrous 
stroma (Fig 2). The ducts were lined by an eosinophilic cuticle. 
Some of the ducts showed extensions of cells that formed comma- 
like structures. Solid strands of basophilic cells, independent of the 
ducts, were also present. No keratin-filled cysts were seen. 


From the Departments of Dermatology (Drs Urban, Cannon, and Cole) 
and Pathology (Dr Cannon), Texas Tech University Health Sciences Center, 
Lubbock. Dr Urban is now in private practice in Abilene, Tex. 

Reprints not available. 
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Comment 


Syringomas are benign appendageal tumors of eccrine 
origin that usually occur on the eyelids of healthy women.’ 
Lesions generally develop during adolescence, with addi- 
tional lesions occurring later in life. Syringomas occasion- 
ally involve the neck, axilla, upper part of the abdomen, 
and genital area. Jacquet and Darier? described an erup- 
tive type of syringoma that occurred in successive crops in 
the previously mentioned areas, and they referred to this 
entity as "eruptive hidradenoma." Eruptive hidradenoma 
is confined almost exclusively to the anterior aspect of the 
trunk and to the inner aspects of the upper extremities. 





Fig 1.—Numerous oblong E measuring 2 to 5 mm, occur 
discretely and in coalescent linear plaques in skin folds of 
neck. 


. Down's Syndrome—Urban et al 


oE EEE RT 








Fig 2.—Skin from neck shows typical features of syringoma with 
many duct-like structures embedded in fibrous stroma (hematox- 
ylin-eosin, x 125). 


During a person's early teens and 20s, lesions occur in crops 
and may persist indefinitely or completely disappear. 
Hashimoto et al' studied two patients with eruptive 
hidradenoma and concluded that it is a variant of ordinary 
syringoma and could be called "eruptive syringoma." 


Plantar Fibromatosis 


LTC Stephen W. White, MC, USA 


plantar fibromatosis also has been reported as Dupuy- 

tren’s disease of the foot' and Ledderhose's disease.’ 
Fibromatosis of the plantar fascia does not result in 
contractions, as seen in the palm, because the extension of 
the plantar fascia to the phalanges is insignificant.’ Clini- 
cally, most cases of plantar involvement are asymptomat- 
ic.** Those patients who consult a physician do so because 
of pain. This tumor is not common, but several hundred 
cases have been reported in the literature. 


Report of a Case 


A 42-year-old woman was seen in 1978 because of a plantar 
tumor. The lesion had been noted nine months earlier on the left 
foot, but it had only caused pain for six weeks. She could not 
comfortably bear weight on the affected side. Examination 
showed a pink lobulated tumor, measuring 2.0 x 1.5 em, with a 
smaller satellite lesion on the left plantar surface (Fig 1). The 
main mass was tender and firm. A 4-mm punch biopsy specimen 
was obtained. 

Examination of hematoxylin-eosin-stained biopsy sections dis- 
closed hyperkeratosis, acanthosis, and an unencapsulated dermal 
tumor (Fig 2). Unusually large fibroblasts and fibrocytes, in a 


From the Dermatology Service, Keller Army Hospital, US Military 


Academy, West Point, NY. 

The opinions or assertions contained herein are the private views of the 
author and are not to be construed as official or as reflecting the views of 
the Department of the Army or the Department of Defense. 

Réprint requests to 3617 Littledale Rd, Kensington, MD 20795 (Dr 
White). 
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In 1964, Butterworth et al' examined 200 patients with 
Down’s syndrome and found that the incidence of syringo- 
mas was 18.5%, with female patients having a greater 
incidence and a more widespread distribution of lesions 
than male patients. This incidence of syringomas was 30 
times greater than that found in a mentally deficient 
population, excluding patients with Down’s syndrome. 
However, in the study by Butterworth and colleagues,’ the 
syringomas were limited to the periorbital regions, espe- 
cially the infraorbital areas. 

We report this case to demonstrate that syringomas may 
occur in a plaque-type and eruptive (by history, in the 
present case) manner, as well as in the slowly developing 
conventional periorbital distribution that is usually seen in 
Down’s syndrome. 
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roughly parallel arrangement, were set in a dense collagen matrix 
(Fig 3). Although these cells were large, they were neither atypical 
nor anaplastic. The rare mitoses that were found were normal. 

Results of roentgenographic examination of the bones of the 
foot were normal. A computed axial tomographic scan demon- 
strated a lesion that was confined within the dermis and subcuta- 
neous tissues of the left foot. The tumor was excised while the 
patient was under general anesthesia. There has been no recur- 
rence of the lesion during three years that have elapsed since its 
removal. 


Comment 


The diagnostic challenge of a plantar mass includes 
several benign conditions, eg, fibromatosis, keloid, sporo- 


trichosis, and trauma. However, there age several malig-- 


nant diagnoses to be excluded—melanoma, fibrosarcoma, 
synovial sarcoma, and sweat gland carcinoma." | 

Fortunately, malignant tumors of the plantar surface 
are less common than benign tumors.'^ Allen et al 
reported a series of 69 cases of plantar fibromatosis, 
including nine cases of malignant neoplasms of the soft 
tissues of the sole. 

The fibromatoses are a group of nonmetastasizing 
fibrous tumors that tend to invade locally and recur after 
surgical excision.* Allen* divided the fibromatoses into the 
"adult" fibromatoses, which usually affect patients older 
than 20 years, and "juvenile" fibromatoses, which occur in 
patients younger than 20 years. The adult fibromatoses are 
separated into the Dupuytren type and desmoids. The 
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Fig 3.—Unusually large fibroblasts and fibrocytes in parallel 
arrangement within dense collagen matrix (hematoxylin-eosin, 
original magnification x 450). 
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IÈ Fig 2.—Low-power microscopic view of punch biopsy specimen 
showing homogenous dermal tumor (hematoxylin-eosin, original 
2 magnification x 100). 


E Dupuytren-type ,Iibromatoses are subclassified into pal- 
4 mar and plantar fibromatoses, knuckle pads, and Peyron- 
ie’s disease. 
iy The Dupuytren-type fibromatoses have a similar histo- 
E logic appearance. In the early stages, they consist of small 
Fe fibrovascular nodules. The nuclei are aligned in the same 
s direction, and plump fibroblasts are associated with sparse 
lji collagen. As the lesions mature, the nuclei become stellate 
3 or spindle shaped, and the pronounced hyalinized collagen 
T makes them seem less cellular. The nuclear cytoplasmic 
ratio is normal, and anaplasia is not seen.** The role of the 
myofibroblast in Dupuytren's disease has been described 
in a recent article.* 

As a group, patients with plantam fibromatosis are 
younger than patients with palmar  fibromatosis.* 
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Although plantar fibromatosis has been reported from 
birth to old age, the average patient is a young adult.*^^ No 
sex predilection is noted. The lesions may be bilateral, and 
multiple nodules are frequent. The reported incidence” of 
epilepsy in 22% of these patients may be related to the 
putative fibrogenic effect of anticonvulsant therapy." 
There is a hereditary predisposition,* an association with 
aleoholism," and, in some series, association with other 
Dupuytren-type fibromatoses.*'^ 

A rapidly growing plantar tumor may require an inci- 
sional biopsy to confirm the diagnosis. When plantar 
fibromatosis occurs as an isolated lesion, a malignant 
tumor needs to be excluded. The diagnosis of benign 
fibromatosis is readily made from the characteristic histo- 
pathologie findings. Not all lesions require excision. The 
indications for surgery are pain and difficulty in walk- 
ing.''° Because of the high incidence of local recurrence 
after simple excision, ° removal of most of the plantar 
fascia is the most effective form of surgical therapy.'?^*-'* 
The natural history of plantar fibromatosis includes rapid 
initial growth with discomfort, but once it reaches a 
chronic stage, it may become asymptomatic. 
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Cutaneous Pseudolymphoma 
at the Site of 


Resolving Herpes Zoster 


Jorge L. Sanchez, MD; José A. Méndez, MD; 
Roberto Palacio, MD 


(utaneous pseudolymphoma comprises inflammatory 

lesions with histologic characteristies that closely 
resemble malignant lymphoreticular proliferation, but that 
have a benign clinical course. The etiology of this disorder 
is unknown. We report herein a case of pseudolymphoma 
appearing within resolving lesions of herpes zoster in a 
patient with chronic lymphocytic leukemia. 


Report of a Case 


An 83-year-old man had chronic lymphocytic leukemia diag- 
nosed in 1975. He had been in remission for three years after 
undergoing oral chemotherapy. In June 1979, he visited our clinic 
with a painful skin eruption along the extensor aspect of the left 
arm. It consisted of grouped vesicles with crusting and erythema. 
A Tzanck smear was done that confirmed the diagnosis of herpes 
zoster. The patient was treated with wet compresses and oral 
analgesics. Two weeks later, at the site of the previous vesicular 
eruption, there were scattered 3- to 8-mm erythematoviolaceous 
papules. The lesions were treated with topical 0.1% triamcinolone 
acetonide; they resolved after approximately six months. 

A hemogram and blood chemistry test results were within 
normal limits. 

A skin biopsy specimen from one of the papules showed a 
nodular infiltrate of mononuclear cells present primarily in the 
upper two thirds of the dermis. Solar degeneration was also seen 
at the same level. The infiltrate was composed of small lymphoid 
cells with round nuclei and scanty cytoplasm and histiocytes, some 
of which were multinucleated. None of the cells of the infiltrate 
showed atypia. The blood vessels in the area of the infiltrate were 
dilated and had thick walls (Fig 1 and 2). 


Comment 


Differentiation of pseudolymphoma and malignant lym- 
phoma is difficult, and specific histologic criteria cannot 
always be definitive. Caro and Helwig’ and Ackerman? 
have attempted to define histologic criteria to help differ- 
entiate cutaneous pseudolymphomas from malignant lym- 
phomas. Polymorphism of the cellular infiltrate, preferen- 
tial involvement of the upper dermis, prominent vascula- 
ture, the presence of polychromatic bodies, the formation 
of germinal centers, and the epidermal hyperplasia favor 
the diagnosis of pseudolymphoma. 

In our patient, we favored the diagnosis of pseudolym- 
phoma rather than lymphoma or leukemic infiltration 
because of the location of the infiltrate in the upper two 
thirds of the dermis, the presence of epithelioid and 
multinucleated histiocytes, the preponderance of small 
lymphocytes, and the presence of dilated vessels with thick 
walls. Also, the infiltrate contains small, rather than 
medium-sized, lymphocytes in agreement with the find- 
ings of Evans et al* in pseudolymphoma. 
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From the Department of Dermatology, University of Puerto Rico School 


of Medicine, San Juan. 
Reprints not available. 


n Arch.Dermatol—Vol 117, June 1981 








3-^ 


A. 
¢ 


- 
^ E 5 


COMO UN 2D. WP, 
Sea RU ope rr 
e Qt BS 
E n 


Fig 1.—Dense and diffuse dermal cellular infiltrate of small 
lymphoid cells and histiocytes, some of which are multinucleated 
(hematoxylin-eosin, x 40). 





Fig 2.—Many multinucleated histiocytes intermingling with small 
lymphoid cells (hematoxylin-eosin, x 400). 
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Pseudolymphoma has been reported both before and 
after malignant proliferative disorders! or after various 
antigenic stimuli.’ In our opinion, the lesfons presented by 
this patient were an inflammatory process in response to 
the varicella-zoster virus infection, rather than a specific 
leukemic infiltrate. 
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Pediatric Allergy: Self-Assessment of Current Knowledge, by Edward J. 
O’Connell, 188 pp, with illus, $18, Flushing, NY, Medical Examinations 
Publishing Co Inc, 1980. 


The author has captured a unique audience by producing 
this book with miltiple-choice questions and referenced 
answers. 

In a way, he is competing in a difficult field of self- 
assessment in allergy because the American Board of 
Allergy and Clinical Immunology (ABAI) also produced 
self-assessment manuals in 1977 and 1980. Among the 
problems encountered with the ABAI questions and 


answers was the high cost of production, which included 
= computerization of the answers, which decreased the prob- 


ability of guessing correctly by almost 80%. Also, since the 


| questions were derived from previous examinations, equiv- 


ocal questions could be deleted and sometimes replaced by 
a new set of questions. Also, the total number of questions 
and answers was reduced, and all types. of questions were 
categorized into four types. Furthermore, each question 
was critiqued so that the reader did not need an extensive 
library to look up the answers. The cost of obtaining the 
examination questions was passed on to the readership, 


= which caused the special problem of a relatively high- 


priced manual for a limited audience. 
All of these factors are pointed out herein because Dr 


- O'Connell may have succeeded by contrast in some ways 


using a different approach. His audience is larger. His 
appeal is to limit his questions to the pediatric aspects of 
allergy at a much reduced price. Continuing medical edu- 
cation in the form of self-assessment is available to family 
practitioners, pediatricians, and internists. Some of the 
latter group will be interested in passing their specialty 
boards. There is much in the pediatric allergy field that is 
not part of the training of an internist. The distraction of 
O’Connell’s work is that the questions were not subjected 
to a careful critique, which would have meant considerably 
more work. Also in contrast, the ABAI manual included 
about 65% basic science- or basic disease mechanism-type 
questions, whereas O’Connell’s book contains more con- 
troversial and clinically oriented material. O’Connell has 
favored his medical readership, however, by comprehen- 
sively covering all topics. 

JOHN S. HYDE, MD 

Chicago 


Non-Immunologic Contact Urticaria, vol 60, Acta Derm Venereol Suppl, vol 


- 91, by Arto Lahti, 49 pp, with illus, 1980. 


The contact urticaria syndrome has at least three sepa- 
rate mechanisms: immunologie (type A), nonimmunologic 
(type B), and uncertain or undetermined (type C). Dr Lahti 
has added greatly to our information on the biology of the 
nonimmunologic-type contact urticaria (NICU). 

The phenomenon is extremely common with many sim- 
ple, widely used chemicals. The nonimmunologic contact 
urticaria syndrome was caused by 5% benzoic acid, 5% 
cinnamic acid, and 2%% sorbic acid in petrolatum in 88%, 
85%, and 58%, respectively, of a largeetest panel. After 
determining the threshold response eliciting wheal and 
flare reactions, Dr Lahti determined that neither adhesive 
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cellophane tape stripping nor scratching the skin enhanced 
the reaction. Atopic subjects were no more liable to expe- 
rienee NICU than normal individuals. 

The optimum time for gathering results was 45 minutes 
after the application of the test substances. The back and 
extensor surfaces of the upper and lower parts of both 
arms were the most sensitive and suitable for testing 
substances producing NICU. 

. The administration of antihistamines orally or the pre- 

treatment of the skin with 48/80 did not prevent the 
contact urticaria reaction to benzoic acid. However, 
repeated applications of the same chemical abolished the 
wheal and flare reaction totally in most cases. Dr Lahti 
suggests that the reaction is mediated by vasoactive 
substances other than histamine. 

This 49-page monograph has much new information on 
NICU. It is the author’s and the reviewer’s opinion that 
NICU is relatively frequent and generally not appreciated. 
Dermatotoxicologists and practicing dermatologists will 
find a careful review of these new data of great value. 

Howarp I. MaiBACH, MD 
San Francisco 


Laboratory Medical Mycology, by Yousef Al-Doory, 410 pp, with illus, 
$24.50, Philadelphia, Lea & Febiger, 1980. 

The substantial increase in the frequency of “opportu- 
nistic mycoses” during the last two decades has stressed 
the need for trained mycologists and clinical mycology 
laboratories. The aim of the author is to bring together the 
information needed by the medical team to provide rapid, 
accurate care for the patient with mycotic disease. The 
book is intended not as basic instruction in taxonomy or 
nomenclature of fungi, but as a guide for technicians, 
residents, physicians, and graduate students interested 
mainly in clinical mycology. 

This hardbound book of 410 pages contains a wealth of 
information, with clear and precise descriptions of the 
requirements essential to the mycology laboratory. Fungus 
culture collection, preservation, quality control, and speci- 
men collection, examination, and processing are discussed 
in considerable detail. The cutaneous, subcutaneous, and 
opportunistic mycoses, the yeasts, and the more commonly 
encountered saprobes together with a brief description of 
the diseases that they produce are adequately covered, and 
preparation of media and fungal stains is excellently 
detailed. The book is well indexed with a glossary of 
mycologie terms. 

Although some references are given in the body of the 
chapters, the book could have been improved by the listing 
of key references at the end of each chapter to facilitate 
access to detailed information for the rapid and accurate 
care of the patient. This book will serve as an excellent text 
for students in schools of medical technology and as a 
reference for medical and graduate students interested in 
clinical mycology. Personnel in both the general medical 
laboratory and the dermatology training center laboratory 
will find this book extremely useful. : 

VICTOR D. NEWCOMER, M 
Santa Monica, Calif 
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Denzac w 7 M rE 
creates a compatib 
environment for you 
prescribed acne _ 
regimen. 


e Leaves no 

alkaline residue to 
inhibit the effectivesess 
of your primary therapy 
e Exceptional coSmene 
elegance insures patient 
compliance. 

e Reduces surface P. acnes "e 


e Economical for large i 
The Test: 


e Benzoyl peroxide a 20% alkaline 
soap and water solution 

e Benzoyl peroxide in the benzac® 
WASH vehicle 


The Results*: (After 30 minutes) 

e Benzoyl peroxide in the alkaline soap 
and water environment lost 3096 of its 
effectiveness. 

Benzoyl peroxide in the benzac? w 
WASH environment maintained 10096 
effectiveness. 


BENZAC® W WASH VEHICLE 


TIME (IN MINUTES) 10 


“Data on file — Owen Laboratories Medical Department 
(See disclosure on next page.) 





DESCRIPTION: benzac® w WASH (benzoy! peroxide 
5%) is a topical preparation for use in the treatment 
of acne vulgaris. Benzoy! peroxide is an oxidizing 
agent which possesses antibacterial properties and 
is classified as a keratolytic. Benzoyl peroxide 
(C,,H, 0.) is represented by the following chemical 


structure: O-C-O-O-C-O 


benzac* w WASH contains benzoy! peroxide 5% as 
the active ingredient in a vehicle consisting of 
sodium C14-16 olefin sulfonate, carbomer 940, and 
purified water. 
CLINICAL PHARMACOLOGY: The mechanism of 
action of benzoyl peroxide has not been determined 
- but may be related to its antibacterial activity against 
* Propionibacterium acnes and its ability to cause 
drying and peeling. Benzoy! peroxide reduces the 
concentration of free fatty acids in the sebum. Little 
is known about the percutaneous penetration, 
metabolism, and excretion of benzoyl peroxide, 
although it is likely that benzoic acid is a major 
: metabolite. There is no evidence of systemic toxicity 
_caused by benzoy! peroxide in humans. 
- INDICATIONS AND USAGE: benzac® w WASH is 
indicated for the topical treatment of mild to 
moderate acne vulgaris. In severe, complicated acne, 
benzac* w WASH may be used as an adjunct to other 
^. therapeutic regimens. 
CONTRAINDICATIONS: benzac® w WASH is 
contraindicated in patients with a history of 
hypersensitivity to any of the components of the 
preparation. 
PRECAUTIONS: 
General: For external use only. If severe irritation 
develops, discontinue use and institute appropriate 
therapy. After the reaction clears, treatment may 
often be resumed with less frequent application. This 
preparation should not be used in or near the eyes or 
on mucous membranes. 
Information for Patients: Avoid contact with eyes, 
© lips and mucous membranes. If accidental contact 
~ occurs, rinse with water. May bleach hair and colored 
- ! fabrics. If excessive irritation develops, discontinue 
|. use and consult your physician. 
"A Carcinogenesis, Mutagenesis, Impairment of 
* Fertility: There is no evidence in the published 
- Jiterature that benzoyl peroxide is carcinogenic, 
4 mutagenic or that it impairs fertility. 
] Pregnancy: Teratogenic Effects: Pregnancy 
^ Category C: Animal reproduction studies have not 
` been conducted with benzoyl peroxide. It is also not 
known whether benzoyl peroxide can cause fetal 
harm when administered to a pregnant woman or can 
affect reproduction capacity. Benzoyl peroxide should 
be used by a pregnant woman only if clearly needed. 
‘There are no data available on the effect of benzoyl 
peroxide on the later growth, development and 
' functional maturation of the unborn child. 
< Nursing Mothers: It is not known whether this drug 
. is excreted in human milk. Because many drugs are 
| excreted in human milk, caution should be exercised 
_ when benzoyl peroxide is administered to a nursing 
“ woman. 
- Pediatric Use: Safety and effectiveness in children 
have not been established. 
ADVERSE REACTIONS: Allergic contact dermatitis 
has been reported with topical benzoy! peroxide 
therapy. 
DOSAGE AND ADMINISTRATION: Wash with 
benzac* w WASH once or twice daily, avoiding 
contact with eyes and mucous membranes. Wet the 
area of application. Apply benzac* w WASH to the 
hands and wash the affected area. Rinse with water 
and dry. The degree of drying and peeling can be 
adjusted by modification of the dosage schedule. 
HOW SUPPLIED: benzac® w WASH 5% in 4 fl. oz. 
<- plastic bottle (NDC 0299-3670-04). Store at 
controlled room temperature (59°-86° F). 
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: * Polysporin® Ointment 
: dq re ly induces sensitization 
and r nay be used routinely 


Higi ly effective in 
t ES. against common 
1atologic pathogens 


} Polymyxin B is active 
ainst susceptible 
am-negative bacteria 

Ba zitracin is active 
uins phie 
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aeruginosa. 


E and a few gram-negative organisms. 


INDICATIONS: Therapeutically (as an adjunct to syste 
cated), for topical infections, primary or secondary, due 
| ceptible organisms, as in: * infected burns, skin gr 

- cal incisions, otitis externa * primary pyodermas (i 
I ecthyma, sycosis ‘vulgaris, paronychia) * secondar 
E ed dermaçoses (eczema, herpes, and seborrheic degmatitis) 





) data do not nec&fsarily correlate with in vivo results. 


UNCOMMONLY GOOD IN YOU i 


- Polysporin* Ointment (Polymyxin B-Bacitracin ) 
_ DESCRIPTION: Each gram contains: Aerosporin* (Polymyxin B Sulfate) 
#™~ 10,000 units, bacitracin zinc 500 units, special white petrolatum qs. 
ACTIONS: Polymyxin B is one of a group of closely related substances pro- 
duced by various strains of Bacillus polymyxa. Its activity is sharply restricted 
to gram-negative bacteria, including many strains of Pseudomonas 


Bacitracin, an antibiotic substance derived from cultures of Bacillus subtilis 
( Tracy ), exerts antibacterial action £n vitro against a variety of gram-positive 


f therapy when indi- 
Burroughs Wellcome Co. 


Research Triangle Park as indicated. 
North Carolina 27709 









* traumatic lesions 
Propbylactically, the 

tion in burns, skin graft 1 

minor cuts and wounds "acide 


N Ointment 


(polymyxin B- bacitracin) 
...is uncommon! good treatment 





we For therapeutic 
treatment of topical 
infections due to 
susceptible organisms, and 
prophylactic treatment to 
help prevent bacterial 


contamination in minor skin 


lesions ( please see 
INDICATIONS section in 
the brief summary below) 


=< No Rx needed—you 
can recommend it 


velopment of infection and permit we vo 


who have shown hypersensitivity to 


| tis com components. 


any 
PRECAUTIONS: As with other antibiotic preparations, prolonged use may 
result in overgrowth of nonsusceptible organisms, including fungi. Appropri- 
ate measures should be taken if this occurs. 
DOSAGE AND ADMINISTRATION: Apply a small quantity to the affected » 
area 2 to 5 times daily, depending on the severity of the ` 


condition. May be left exposed or covered with a dressing, 4 
HOW SUPPLIED: Convenient, disposable, single-use foil 


_ packet of 1/32 oz (approx.), box of 144; tubes of 1/2 and 1 oz. 















Effective control of psoriasis and eczema in clin- 
ical studies. Cream — less irritating, just as effec- 
tive as fluocinonide cream in treating moderate 
to severe psoriasis and eczema! Ointment— 
once daily use is as effective as t.i.d. betametha- 
sone valerate ointment in treating eczema? 


EM 5 ë 5. A m A uen 5 nn nne o 


Enhanced percutaneous penetration. Formu- 
lated for optimum steroid release from vehicles 
—to maximize therapeutic effect? 


Summary of Brief Prescribing Information. 


Maxiflor'" (diflorasone diacetate 0.05%) Cream and Ointment 
Indications: Topically as adjunctive therapy for inflammation in 
steroid-responsive dermatoses. Contraindications: Contraindi- 
cated in vaccinia, varicella, and those patients with hypersensitivity 
to any of the components. Precautions: If irritation develops, dis- 
continue use and treat appropriately. If infection is present, use 
with appropriate anti-infective therapy or withhold steroid until 
c infection is controlled. If extensive areas are treated, take precau- 
s tions against systemic absorption. Do not use extensively in large 
Y^ amounts, or for prolonged periods in pregnant women. Not 


r 


. for ophthalmic use. Occlusive dressing increases percutaneous 
absorption; extensive use may cause systemic effects. If large 
4 S are treated, use sequentially and observe patient closely. 
Máy cause steroid withdrawal. Discontinue if body temperature 
rises, sensitivity reaction or infection develops. Adverse Reactions: 
Burning, itching, irritation, striae, skin atrophy, secondary infection, 
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of the severe 
dermatoses - 
you treat most often. | 





New _ 
Maxitior 
(diflorasone diacetate 0.05%) 


Maximum steroid therapy, 
optimum steroid delivery. 
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NC. 
Economy due to less frequent dosage. Encour- 


ages compliance, too. E. 
Promoted to dermatologists only. E. 
Prescribe ES 


Maxiflor 


to control psoriasis and eczema. | 
Cream and Ointment: In 15, 30 and 60 gm tubes. 


dryness, folliculitis, hypertrichosis, acneiform eruptions, and hypo- | 
pigmentation. With occlusive dressings: maceration of the skin, | 
secondary infection, skin atrophy, striae, and miliaria. Dosage and  - 
Administration: Ointment: Apply one to three times daily. Cream: 
Apply two to four times daily. How Supplied: Ointment or Cream 
0.05% in 15, 30 and 60 gm tubes. Caution: Federal law prohibits 
dispensing without prescription. 


REFERENCES: 1. Bluefarb SM et al. Diflorasone diacetate: Vasocon-^ 
strictor activity and clinical efficacy of a new topical corticosteroid. 

J Int Med Res. 1976; 4:454-461. 2. Cahn MM et al. Comparative topical 
efficacy of once-daily diflorasone diacetate and t.i.d. betamethasone 
valerate ointmert applications. Current Therapeutic Research 1977; 
22(2): 297-303. 3™Quri JS et al. Effects of polyoxypropylene 15 stearyl 
ether and propylenetglycol in percutaneous penetration rate of diflora- 
sone diacetate. J PhaMmn Sci 1979; 68(3):275-280. 
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In the treatment of impetigo- 


* 10096 cure rate with 
Tegopen Coxaciin sodum) 


-only a 60% cure rate with penicillin V-K 





As seen on 
admission 


therapy 


*Data on file, BffStol Laboratories. 


Brief Summary of Prescribing Information 


TEGOPEN® 
(cloxacillin sodium) 
Capsules and Oral Solution 


For complete information, consult Official Package Circular. 


INDICATIONS: 
Although the principal indication for cloxacillin sodium is in the treatment of infections due to 
pénicillinase-producing staphylococci, it may be used to initiate therapy in such patients in 
whom a staphylococcal infection is suspected. (See Important Note below.) 
Bacteriologic studies to determine the causative organisms and their sensitivity to cloxacillin 
sodium should be performed. 


(12) 9/11/75 


IMPORTANT NOTE 
When it is judged necessary that treatment be initiated before definitive culture and sensitivity 
results are known, the choice of cloxacillin sodium should take intog@nsideration the fact that it 
has been shown to be effective only in the treatment of infectifffis caused by pneumococci, 
Group A beta-hemolytic streptococci, and penicillin G-resisffnt and penicillin G-sensitive 
staphylococci. If the bacteriology report later indicates the infftion is due to an organism other 
than a penicillin G-resistant staphylococcus sensitive to dfxacillin sodium, the physician is 
advised to continue therapy with a drug other than cloxaciffn sodium or any other penicillinase- 
resistant sem» synthetic penicillin. 
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After one week 
of penicillin V-K 











Two weeks after 
initiation of 
TEGOPEN therapy 


Treatment failure was judged to have occurred when lesions increased in size and/or number during 
the initial week of treatment with penicillin V-K. No treatment failures occurred with Tegopen. 


Recent studies have reported that the percentage of staphylococcal isolates resistant to 
penicillin G outside the hospital is increasing, approximating the high percentage of resistant 
staphylococcal isolates found in the hospital. For this reason, it is recommended that a 
penicillinase-resistant penicillin be used as initial therapy for any suspected staphylococcal 
infection until culture and sensitivity results are known 

Cloxacillin sodium is a compound that acts through a mechanism similar to that of methicillin 
against penicillin G-resistant staphylococci. Strains of staphylococci resistant to methicillin 
have existed in nature and it is known that the number of these strains reported has been 
increasing. Such strains of staphylococci have been capable of producing serious disease, in 
some instances resulting in fatality. Because of this, there is concern that widespread use of the 
penicillinase-resistant penicillins may result in the appearance of an increasing number of 
staphylococcal strains which are resistant to these penicillins. 

Methicillin-resistant strains are almost always resistant to all other penicillinase-resistant 
penicillins (cross-resistance with cephalosporin derivatives also occurs frequently). 
Resistance to any penicillinase-resistant penicillin should be interpreted as evidence of clinical 


resistance to all, in spite of the fact that minor variations in in vitro sensitivity may be * . 


encountered when more than one penicillinase-resistant penicillin is tested against the same 
strain of staphylococcus. 


CONTRAINDICATIONS: | 
A history of a previous hypersensitivity reaction to any of the penicillins is a contraindication. 
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Staphylococcus aureus 


Staphylococcus aureus and 
Streptococcus pyogenes 


No initial bacterial growth 
All 14 healed, regardless of which 
antibiotic was administered. 


TOTALS: 


tEleven patients did not return for their one-week checkup 
These were all called by telephone, and their families reported 


STUDY: 
DESCRIPTION/PROTOCOL 


e 102 nonselected subjects, with initial bacteri- 

- ology as follows: 7795 Staphylococcus aureus, 

976 mixed Staphylococcus aureus and Strep- 

- tococcus pyogenes, and 1% beta-hemolytic 
Streptococcus. t 


e All patients were given randomized therapy— 
Tegopen capsules or oral solution, or penicillin 
V-K tablets or oral solution, in recommended 
dosages according to body weight. 


RESULTS OF ORAL THERAPY revealed a high 
percentage of treatment failures with penicillin V 
potassium, but no failures with Tegopen. 


(78 patients) 39 39 
L, od op MNT 20]... aa TOENE 
ea oa ND cn Bie O “Assasins ented 


Returned to clinic at one week............ 
Treatment failure at one week ............. 


(9 patients) 4 5 
Returned to clinic at one week ............ 
Treatment failure at one week ............. 


(14 patients) 9 5 


Beta-hemolytic Streptococcus (1 patient) 
102 patients 










Given Tegopen® Given 
(cloxacillin sodium) penicillin V-K 











O 1 
52 patients 50 patients 











the lesions had healed. One patient was dropped from the study, 
early, because of adverse reaction to medication. 


e All patients were evaluated after one week's 
therapy. If there was no improvement, therapy 
was switched to the other antibiotic. The 
“other antibiotic" proved to be Tegopen 100% 
of the time because no treatment failures had 
occurred with Tegopen. 


e A final assessment of progress was made two 
weeks after initiation of Tegopen therapy. 


fThe remainder, to equal 100%, consisted of 14 patients (13%) 
who exhibited no initial bacterial growth. These 14 were all 
healed, whether given Tegopen or penicillin V-K. 





TEGOPEN 


(Cloxacllin Sodium) 
-effective therapy for staph infections 
of the skin and skin structures - 








WARNING: 

Serious and occasionally fatal hypersensitivity (anaphylactoid) reactions have been reported 
in patients on penicillin therapy. Although anaphylaxis is more frequent following parenteral 
therapy it has occurrec in patients on oral penicillins. These reactions are more apt to occur in 
individuals with a history of sensitivity to multiple allergens. 

There have been well documented reports of individuals with a history of penicillin 
hypersensitivity reactions who have experienced severe hypersensitivity reactions when 
treated with a cephalosporin. Before therapy with a penicillin, careful inquiry should be made 
concerning previous hypersensitivity reactions to penicillins, cephalosporins, and other 
allergens. If an allergic reaction occurs, the drug should be discontinued and the patient treated 
with the usual agents, e.g., pressor amines, antihistamines, and corticosteroids. 

Safety for use in pregnancy has not been established. 

PRECAUTIONS: 
The possibility of the occurrence of superinfections with mycotic organisms or other pathogens 
should be kept in mind when using this compound, as with other antibiotics. If superinfection 
occurs during therapy, appropriate measures should be taken. 

As with any potent drug, periodic assessment of organ system function, including renal, 
hepatic, and hematopoietic, should be made during long-term therapy 

ADVERSE REACTIONS: 
Gastrointestinal disturbances, such as nausea, epigastric discomfort, flatulence, and loose 


r 


stools, have been noted by some patients. Mildly elevated SGOT levels (less than 100 units) have 
been reported in a few patients for whom pretherapeutic determinations were not made. Skin 
rashes and allergic symptoms, including wheezing and sneezing, have occasionally been 
encountered. Eosinophilia, with or without overt allergic manifestations, has been noted in 
some patients during therapy. 

USUAL DOSAGE: . 


Adults: 250 mg. q.6h. 

Children: 50 mg./Kg./day in equally divided doses q.6h. Children weighing more than 20 Kg. 
should be given the adult dose. Administer on empty stomach for maximum absorption. 

N.B.: INFECTIONS CAUSED BY GROUP A BETA-HEMOLYTIC STREPTOCOCCI SHOULD BE 
TREATED FOR AT LEAST 10 DAYS TO HELP PREVENT THE OCCURRENCE OF ACUTE RHEUMATIC 
FEVER OR ACUTE GLOMERULONEPHRITIS. 

SUPPLIED: 
Capsules—250 mg. in botti@&pf 100. 500 mg. in bottles of 100. 
Oral Solution—125 mg./5 ml. ® 100 ml. and 200 ml. bottles. 
Division of Bristol-Myers Company 
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MAXIMAL SUNSCREEN PROTECTION 


PreSun 15 PreSun 8 Regular and Creamy 
Maximizes Protection Helps Prevent Burning, 
from the Sun Allows Gradual Tanning 


WESTWOOD” 


PHARMACEUTICALS INC 
Buffalo, New York 14213 





